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743. The Rapid Infection of a Family after Introduction 
of Poliomyelitis Virus 

A. R. ZiInTEK. American Journal of Hygiene [Amer. J. 
Hyg.] 46, 248-253, Sept., 1947. 1 fig., 12 refs. 


During an epidemic of poliomyelitis in Colorado the 
members of 15 families in the City of Denver and 19 
families in the rest of the State were kept under super- 
vision. These families were selected because: (1) some 
member had been in contact with a paralytic case; 
(2) the family could be visited within 3 days of the 
development of paralysis in the initial case; (3) the 
family consisted of 3 or more children under 10 years 
of age; and (4) there had been no illness amongst the 
members during the previous month. From these 
families throat washings and faeces were collected weekly 
and then stored at —10°C. until the full laboratory 
examination could be made. The details of the methods 
of treatment and of inoculation into rhesus monkeys 
are given. 

In one family of 2 adults and 3 children the children 
had been playmates of 2 paralytic patients, and had been 
in direct contact with a third and with another playmate 
who also developed the disease. One child developed 
an abortive infection, 4 days later another developed 
paralysis, and next day the third child also showed the 
usual non-paralytic symptoms. Inoculations into mon- 
keys of the specimens collected 4 days before the onset 
of abortive poliomyelitis in the first child all gave 
negative results. Four days after the onset of the 
abortive disease, and on the day after onset in the 
paralytic case, all members of the family had been in- 
fected. At this time the faeces from the parents, the 
throat washings from one abortive case, and the throat 
washings and faeces from the other were all positive. 

The author discusses the possible methods of trans- 
ference of infection, and suggests as the most likely 
explanation that all the patients had been infected from 
some common source, although their incubation periods 
varied. J. Smith 


744. Experience with Vaccination Against Influenza in 
the Spring of 1947. A Preliminary Report 

T. Francis, J. E. SALK, and J. J. QUILLIGAN. American 
Journal of Public Health [Amer. J. publ. Hith\ 37, 1013- 
1016, Aug., 1947. 6 refs. 


The authors anticipated an outbreak of type-A 
influenza in the winter of 1946-7, and accordingly carried 
out a vaccination programme among the students at the 


University of Michigan during the end of October and 
beginning of November, 1946. The vaccine, received 
from Army stores and with a red-cell agglutinating titre 
of 5,120, was given to 10,328 students, 7,615 acting as 
controls. Serum samples before and after vaccination 
showed an excellent response in antibodies to the virus 
used. 

All cases of febrile illness were thereafter admitted to 
the infirmary (183 in all), and from 94 of these material 
for virus studies was obtained. There was great diffi- 
culty in establishing the infecting virus in eggs, but a 
certain number of strains so recovered were found to be 
of type A; the majority of patients (80%) also showed an 


‘increased antibody content to the test strain PR 8. In 


the vaccinated groups the incidence of respiratory disease 
in out-patients and in-patients was 743, or 7-19%, 
whereas in the unvaccinated 616, or 8-09%, had been 
similarly affected. There was thus no significant 
difference between the vaccinated and unvaccinated, and 
the authors conclude that this appeared to be due to the 
lack of sufficient antigenic crossing between the strains 
of virus in the vaccine and the prevalent strain responsible 
for the epidemic. J. Smith 


745. Yellow Fever Vaccination, Simple or Associated 
with Vaccination against Smallpox, of the Populations of 
French West Africa by the Method of the Pasteur Institute 
of Dakar e 

M. Pe.tieR. American Journal of Public Health [Amer. 
J. publ. Hith| 37, 1026-1032, Aug., 1947. 12 refs. 


This important article describes the work which has 
been carried out in the French Territories in West 
Africa to immunize a population of 15 millions against 
yellow fever and smallpox. In order to accomplish this 
object a great deal of research work was carried out to 
find a suitable yellow-fever vaccine, to determine whether 
or not a successful vaccination could be obtained by 
applying the virus to skin scarifications, to see if it was 
justifiable to combine the yellow-fever vaccine with 
vaccinia virus, and to examine the response in individuals 
when the two viruses were employed simultaneously. 
The author summarizes the results of these investigations 
as follows: ‘“(1) The neurotropic yellow fever virus 
applied to cutaneous scarifications penetrates into the 
organism and produces immunity against yellow fever. 
(2) The association of the neurotropic antiamarillic 
virus with the antivariolic vaccine makes it possible to 
obtain protection against both yellow fever and smallpox. 
(3) The two immunities establish themselves simul- 
taneously and independently of each other in the same 
manner as they would under two separate vaccinations ”’. 
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Before the method was finally applied a further experi- 
ment was carried out to show that it was practically 
impossible for the neurotropic virus to be transmitted 
from the injected human to the Stegomyia, and that even 
when the virus was maintained in the Stegomyia it could 
not oe transmitted to the most sensitive of the animals— 
Macacus rhesus—by biting. 

This method was first applied to 100,000 inhabitants 
of Senegal in 1939 and, since the systemic disturbance 
was negligible, was gradually extended until in 1945 over 
14 million people had been so vaccinated. The results 
have been in every way satisfactory, and tests of immunity 
controlled on behalf of the Standing Technical Com- 
mittee of Health of Unrra have shown that in subjects 
inoculated by the Dakar method against yellow fever 
alone 98-94% gave positive serum-protection tests, 
while in individuals who received the mixed yellow-fever 
vaccine and vaccinia 97-93% gave positive serum- 
protection tests. Further, among this population cases 
of recognized yellow fever have progressively decreased, 
since there were 17 confirmed cases in 1941, 10 in 1942, 
12 in 1943, 2 in 1944, only 1 doubtful case in 1945, and 
none in 1946. Details of the methods of preparation and 
of the use of the vaccine are given. J. Smith 


746. Inhibition of Primary Tuberculosis by BCG. A 
Study in Children, based on 13,470 Chest Roentgenograms 
I. S. NEIMAN and E. LoEWINSOHN. American Review of 
Tuberculosis [Amer. Rev. Tuberc.) 56, 27-35, July, 1947. 
6 figs., 13 refs. 


This is a study of the effect of B.C.G. in inhibiting 
primary tuberculosis, in contrast with recent reports on 
the prevention by this vaccine of clinical tuberculosis, 
usually of the secondary or reinfection type. 

Four to 6 days after birth 1,417 babies were vaccinated 
with B.C.G., while 1,414 were not vaccinated and served 
as controls. All came from non-tuberculous homes, 
but all lived in areas in Chicago with high tuberculosis 
mortality rates—from 100 to 300 per 100,000. A table 
shows the distribution between negro and white babies, 
and the time under observation. All children were seen 
at 6-monthly intervals, being physically examined, 
tuberculin-tested, and radiographed on each occasion. 
Frequent serial films were made in abnormal cases; 
some examples of typical films are reproduced. X-ray 
findings were correlated with the tuberculin reaction. 

The authors review the standards for assessing radio- 
logical abnormalities and their probable tuberculous 
pathology, especially in the light of the tuberculin reac- 
tion. They discuss the rather slight statistical] significance 
of their results in favour of the view that vaccination with 
B.C.G. tends to reduce the incidence of primary 
tuberculosis. G. O. Mitchell 


747. Epidemiologic Studies in Dental Caries. Il. The 
Incidence of Caries Among Institutionalized Children 

J. D. Boyp and V. D. CuHEyNe. Journal of Pediatrics 
J. Pediat.) 31, 306-321, Sept., 1947. 13 refs. 


748. Human-milk Bank in a Maternity Hospital 
J. WriGut and E. M. C. Epwarps. Lancet [Lancet] 2, 
233-234, Aug. 16, 1947. 2 refs. 


The authors describe the establishment of a frozen | 


human-milk bank in a maternity ward, and of an experi- 
mental milk bank in a laboratory. 

In June, 1944, the ward bank was started in University 
College Hospital Obstetric Unit, London, the milk being 
obtained from the mothers in a twenty-bed ward. The 
milk was collected by the method described by Wright 
(Lancet, 1947, 2,121). Milk obtained from the mothers 
was immediately pooled, brought to the boil in a lidded 
saucepan, allowed to cool slightly, and then poured into 
sterile feeding-bottles. The bottles were plugged and 
capped with cellophane squares, and adhesive tape was 
applied to keep the cap in place. They were then placed 
in a freezing cabinet for storage at —12°C. When 
required for use a bottle of frozen milk was taken from 
the cabinet and the milk thawed by placing the bottle in 
cold water gradually warmed by adding hot water. 
The milk was then brought to the boil in a lidded sauce- 
pan and poured into a sterile feeding-bottle; a sterile“ 
teat was applied, and before being given to the infant the 
milk was adjusted to body temperature and the necessary 
vitamins were added. In 12 months 894 fluid oz. 
(25 litres) of milk was stored in the bank, and successfully 
used for feeding premature and other infants in the 
maternity hospital and sick infants in the general hospital. 
This ainount was additional to that used from day to 
day for infant feeding. The quantities of milk available 
for preservation would have been larger were it not for 
enemy activity and hospital evacuation. Samples of 
surplus milk from the ward bank were tested bacterio- 
logically by incubation on suitable media aerobically 
and anaerobically. Most of the samples were found to 
be sterile. 

In November, 1944, an experimental! huiman-milk 
bank was set up in the laboratory. Pooled milks for the 
bank were obtained from the Obstetric Hospital and two 
other maternity hospitals. The milk was heated and 
stored in a similar manner to the milk in the ward bank. 
From bacteriological investigation of the raw milk it 
was found that there was a risk of bacterial growth and 
the production of enterotoxin in raw milk kept at room 
temperature. Human milk should therefore be heated 
immediately after collection. The sterility and flavour 
of the milk in the laboratory bank were tested immediately 
after boiling, and at the fourth, eighth, and twelfth weeks 
of storage. The milk retained a low bacterial content 
during storage at —12°C. There was a slight deteriora- 
tion of flavour between the eighth and twelfth weeks of 
storage; at the twelfth week some of the samples tasted 
slightly rancid. 

The article indicates that a frozen human milk bank in 
a maternity ward is a useful method of preserving surplus 
breast milk for a time when the demand may exceed the 
supply. Expense is negligible, apart from the initial 
cost of an ice-cream freezing cabinet. The human-milk 
bank should be in the sole care of the ward sister, who 
should understand thoroughly the correct procedure for 
collection and storage. Beryl Bevan 
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749. Use of Ultraviolet Irradiation to Disinfect the Air 
in Premises where Food is Manufactured. (ITpumMenenue 
posmyXa B MOMELICHHAX MUUICBLIX MPOHSBOACTB OT 
6akTepH Cnop mneceHei) 

M.M. DANiLov. [Gigiena] No. 9, 39-44, 1947. 


The effect of ultraviolet irradiation was studied on 
suspensions Of Bacterium coli, Bact. paracoli, Proteus 
yilgaris, Bacillus subtilis, and spores of Penicillium, 
Mucor, and Aspergillus injected through a special sprinkler 
into the air of two closed chambers of 6 cubic metres 
each. One chamber was irradiated for varying periods 
with ultraviolet rays of dissimilar intensity, and the other 
served as control. For each period of exposure and each 
microbial and mould species twenty tests were made. A 
mercury quartz lamp was the source of irradiation. 
Experimental results are summarized in eight tables. 


- The bactericidal effect of the ultraviolet rays varied 


considerably with the intensity of irradiation and the 
type of organism. Spore-forming bacteria (B. subtilis) 
and mould spores were found to be more resistant to 
the rays than the vegetative forms of organisms. B. 
subtilis and moulds were destroyed after 7 to 9 minutes’ 
exposure to 21 to 27 units, and other forms were killed 
after 1 to 2 minutes by a dose of 5 to 7-5 units. 
H. P. Fox 
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750. A Study of Portable Vibrating Tools in Relation 
to the Clinical Effects which they Produce : 

J. N. AGate and H. A. Druett. British Journal of 
Industrial Medicine (Brit. J. industr. Med.] 4, 141-163, 
July, 1947. 15 figs., 23 refs. 


The authors describe a method of analysing the fre- 
quency and amplitude of the vibrations set up by any 
sort of vibrating tool, whether it be piston-operated or 
rotary. Analyses of the vibrations set up by various 
types of machines are given and correlated with clinical 
findings. It appears that vibrations of large amplitude 
between frequencies of 40 and 125 cycles per second are 
concerned in producing Raynaud’s phenomenon. There 
is at present insufficient evidence to state the lower limit 
categorically, but for the upper limit tools which give no 
vibrations below 600 cycles per second are unlikely to 
produce this condition. The greatest incidence of disease 
seems to occur when tools of 2,000 to 3,000 strokes per 
minute are used, although arduousness of work and 
length of exposure are important factors in disease 
incidence. Very high speed rotary tools produce a 
vibration of small amplitude and of high frequency. 
Pain, numbness, and stiffness of fingers have been 
described from their use, but the authors of this paper 
deseribe a series of 10 workers who, after using these 
tools for an appreciable time, had no symptoms whatever. 

The following are some of the more important sugges- 
tions made for reducing harmful vibrations: (1) Grind- 
ing, machining, and hammering processes should be as 
fully mechanized as possible, in order to reduce the use 
of hand-operated machines. (2) Where portable tools 


must be used—for example, in the burring of complex 
aero-engine castings—manufacturers should be urged 
to modify design to lessen vibration. (3) Vibrating tools 
should not be used for operations heavier than those for 
which they were designed; the heavier a portable tool is 
in relation to the work in hand, the less it will vibrate. 
(4) For piston-operated tools the backward thrust should 
be reduced by bracing the tools against solid objects or 
by mounting them on adjustable rigid beams. In 
some instances the weight can be counterbalanced. 
(5) Rotating tools of light weight with flexible drives 
should be avoided, except for light work. Where they 
have to be used the spindle should be thick and rigid 
and should run on true first-class bearings. (6) Absorb- 
ent materials on.the hand-pieces of tools with flexible 
drives may have some value in absorbing low frequencies. 
The authors conclude by suggesting that.the incidence 
of vascular disease does not depend solely on the character 
of the vibration, but that excessive grip, over long periods, 
of a machine which produces vibrations of low frequency 
and large amplitude is most likely to produce local arterial 
spasm. R. S. F. Schilling 


751. Silicosis in Workmen in the Alzo Granite Quarries. 
(La silicosi negli operai delle cave di granito di Alzo) 
E. Zanetti. Medicina del Lavoro {Med. d. Lavoro] 38, 
173-191, July, 1947. 10 figs., 9 refs. 


Patients from the granite quarries of Alzo were 
studied. It is concluded that the pessimistic views of 
American authors concerning the inevitability of silicosis 
after a few years’ exposure are unreasonable. 

The rocks worked at Alzo are volcanic in origin and 
date from the earliest times. The essential constituents 
are quartz, orthoclase, orthose, and mica, but other 
minerals also occur. The total silica content is fairly 
high and only a little below that found in the Bavarian 
forest district. Free silica (quartz) represents 40 to 45% 
of the total silica. Quarrying is carried on in three 
processes. In the first the stone is cut away from the 
hillside, in the second the block is cut up into smaller 
parts, and in the third it is finished to shape. The first 
process is dangerous and the miners often work on a 
steep slope suspended from ropes. Holes drilled to take 
explosive charges may be 20 metres long, and the drills 
are turned by hand while being struck so as to provide 
a perfectly circular cross-section. At intervals the dust 
accumulated in the holes is blown out by a mechanical 
pump. Black powder is the only explosive used, as 
dynamite shatters the stone too easily. The stone is 
stratified in three planes, but only experts can detect 
these with ease. The cuts made in the stone must be 
aligned with these factors in mind. The division of the 
stone is partly carried out with wedges. The surfaces 
of the stones which have been roughly cut to shape are 
finished with hammers and small cutting tools. Polish- 
ing is generally performed by machinery in which are 
the abrasive materials and water. Some dry polishing 
isdone. Itis evident that many of the processes described 
will create a lot of dust. It is also evident that the 
number of hand operations is much greater in Italy 
than in America. 
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Many of the doctors practising in the Alzo district 
were acquainted with the occupational diseases of quarry 
workers, and 50 patients were selected, of whom 37 
were sent to Milan for detailed examination. About 
100 men were working in the quarry at the time. Of the 
37 examined 9 had reticular changes, 14 had silicotic 
nodules, 1 had massive silicotic changes, 4 had associated 
tuberculosis, and 5 had tuberculosis without silicosis. 
The periods spent in the quarry by these men varied from 
20 to 52 years. The average age exceeded 60 years, and 
the diagnoses described were made exclusively on the 
radiological evidence. The figures showed that the dust 
hazard was greatest for those who worked with chisel 
and hammer. These men had generally worked for 20 
to 25 years before they developed any reticulation, and 
nodular changes were not observed under 30 to 52 years. 
The dust hazard was also great in men working in the 
final stages, such as the polishers. Nodules in the lungs 
were generally peripheral in distribution. The author 
also observed a few cases of lymph-node calcification 
of egg-shell outline; this was present in 6 of the 37 men 
examined. 

It is suggested that the final processes should not be 
carried out in closed spaces. A shed with open sides is 
better than one with walls, and machines which create 
much dust should be fitted with appropriate removal 
systems. It may prove more effective to give men 
filtered air under pressure than masks with filters. 

G. C. Pether 


752. Skeletal Changes in Compressed Air Disease. 
(Skelettforandringar vid tryckluftsjuka) 

E. Sartor. Nordisk Medicin (Nord. Med.] 35, 1551- 
1554, July 18, 1947. 3 figs., 10 refs. 


Aseptic necrosis of bones due to caisson disease is 
among the rarer non-malignant conditions affecting the 
skeletal system. The bones most frequently affected 
are long bones, such as the femur, tibia, and humerus, 
and 70% of the lesions are found in the lower limbs. 
Flat bones are not so frequently affected, possibly because 
of their relatively higher content of red marrow. 

The pathogenesis is not fully understood, and it has 
not been possible to reproduce the condition experi- 
mentally, but it is considered that gas embolism or local 
liberation of nitrogen is followed by interference with 
nutrition, infarction proceeding to aseptic necrosis. 
The local reaction is one of resorption and recalcification, 
but incomplete resolution is shown by cystic areas 
bounded by a fibrous wall, which later becomes calcified. 
If near a joint the neighbouring cartilage becomes 
devitalized and arthritic changes develop. 

The condition, one of the late results of caisson disease, 
usually occurs in subjects over 40 years old who have 
worked under raised pressures for some years and who 
have on occasion been subjected to rapid decompression. 
Symptoms are usually referred to joints, and changes in 
the diaphysis of the bones are found on radiography. 
The picture is usually one of chronic osteo-arthritis of 
a joint with areas of necrosis and calcification in the 
adjoining bone. A typical case is described in a diver 
aged 40. Treatment is largely prophylactic. Early 


symptoms should be noted; recurrent symptoms mean 
that the individual affected should abandon that type of 
work. The fully developed condition may need 
orthopaedic treatment. The affection should be 
recognized from the medico-legal aspect and is of 
importance from the point of view of workmen’s com- 
pensation. J. W. S. Lindahl 


753. Industrial Injuries in Gas Workers, with Special 
Reference to Kleinhiiningen Gas Works. (Ueber Berufs- 
schadigungen bei Gaswerkarbeitern insbesondere der 
Gaskokerei Kleinhiiningen) 

M. MENz. Schweizerische Medizinische Wochenschrift 
[Schweiz. med. Wschr.] 77, 895-899, Aug. 23, 1947, 
7 figs. 


Gas workers are affected by irregular hours of work 
and night shifts, by fumes and dust, and by exposure to 
extremes of temperature and humidity. The transition 
from heat to cold is often sudden, and catarrhal disorders 
are thus common. Pneumoconiosis is diagnosed with 
increasing frequency, and the author observes that as 
some English coals have a higher silica content than 
others the damage caused thereby is notable. He also 
observes that the inhalation of rust and of tar may cause 
carcinomatous changes in the lungs. 

In contrast to acute poisoning, chronic intoxications 
are more difficult to detect, but it appears likely that 
chronic benzol poisoning is more frequent than is 
generally supposed. Of 50 recorded cases of industrial 
benzol poisoning in the last 5 years, none was reported 
as having arisen in the gas industry. Prolonged exposure 
to ammonia may cause digestive disorders and other 
troubles. It is desirable that men working in ammonia 
plants should have a change of occupation at regular 
intervals. Sulphur-fume poisoning, occurring during 
handling of the fume-cleansers, is rare. Most of the 
escaping sulphur and cyanide becomes linked with the 
iron in the plant and is not readily dissociated. During 
the war some wood-gas had to be made, and from this a 
few cases of naphthaline poisoning arose. 

Carbon monoxide may damage and paralyse blood 
vessels, especially those of intermediate size, and thus 
cause peripheral disorders. This may explain the 
occurrence of haemorrhages in the skin, the mucosae, 
and the deeper parts of the central nervous system. 
Askanazy observed vascular changes 2 to 4 days after 
exposure, and even fresh calcium deposits. Although 
coagulation time is prolonged thromboses are often 
observed in carbon monoxide poisoning. Local damage 
to vessels may cause local increase of pressure with still 
further injury. 

Comparisons were made of the sickness and morbidity 
rates in the gas workers and in a group of tramway 
employees and miners. All these persons were in 
Government employment and all had been medically 
examined when engaged. For this reason their health 
was, on entry, somewhat above the average. It was 
noted that the gas workers were pensioned before the 
retiring age twice as often as the tram workers and four 
times as often as the miners. Circulatory disorders, 
especially hypertension, accounted for these differences 
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to a considerable extent. Of all gas workers employed, 
two-thirds have to stop work prematurely. Respiratory 
disorders are also a common cause of disability. 

The author advises that gas workers should be 
periodically examined and particular attention be paid 
to the respiratory and circulatory systems. He also 
considers that all cases of carbon monoxide poisoning, 
even if mild, should be at once admitted to hospital. 
In his opinion tobacco and alcohol aggravate the 
occupational disorders of the gas industry. He thinks 
that much more attention should be paid to the design 
and ventilation of gasworks. More fresh air should be 
brought in, without causing draught. It is also desirable 
to reduce exposure to dust and fumes, and to shield the 
employees from extreme heat and cold and from a rapid 
transition from one to the other. G. C. Pether 


754. Some Remarks on Asbestosis. 
sidérations sur l’amiantose) 

L. Rousseau. Semaine des Hédpitaux [Sem. Hop., 
Paris] 23, 1811-1814, Aug. 7, 1947. 4 figs. 


755. Experimental Asbestosis. Pathognomonic Value 
of the “ Asbestos Body ’’. (Amiantose expérimentale. 
Valeur pathognomonique du “‘ Corps d’Amiante ”’) 

M. Giroux. Semaine des Hépitaux [Sem. Hép., Paris] 
23, 1814-1818, Aug. 7, 1947. 5 figs., 18 refs. 


756. Asbestosis and Pulmonary Tuberculosis. (Ami- 
antose et tuberculose pulmonaire) 

R. DesMEULES, M. Giroux, and P. RICHARD. Semaine 
des Hépitaux [Sem. Hép., Paris] 23, 1818-1820, Aug. 7, 
1947. 1 fig., 4 refs. 


157. Asbestosis and Cancer of the Lung. (Amiantose 
et cancers pulmonaires) 

R. DesMeuLes, L. RousseAu, M. Giroux, and A. 
Sirois. Semaine des Hépitaux [Sem. Hép., Paris] 23, 
1820-1823, Aug. 7, 1947. 6 figs., 5 refs. 


These four papers come from the H6pital Laval, 
Quebec, Canada, where several workers in the asbestos 
mines have been studied. The first paper is really 
a summary of the following three. The Quebec school 
disagree with the statements of Gardner that pneumo- 
coniosis due to asbestosis is not an important factor in 
the production and progress of pulmonary tuberculosis, 
and that the presence of asbestos bodies in the sputum 
has no value in the diagnosis of asbestosis. Rousseau 
gives brief descriptions of 4 patients, some of whom are 
also discussed in the following papers. One of these, a 
man of 42 years, had worked in the asbestos industry for 
18° years, and experienced respiratory symptoms only 
during the last 3. He complained of cough and an 
asthma-like dyspnoea. Asbestos bodies were found in 
his sputum, but no tubercle bacilli. Radiography is 
said to have shown a ground-glass appearance in his 
lungs [but unfortunately the illustration is too poor to 
demonstrate this]. His respiratory disability became so 
marked that he was unfit for work involving physical 
effort. This is the only case seen at this hospital in 
which it has been possible to make a diagnosis of 
asbestosis during life. Another patient, who had been 
exposed to asbestos dust for 25 years and who died from 
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some unrelated cause, showed no clinical or radiological 
signs of any abnormality in his lungs during life. It is 
not clear from the description whether his lungs were 
normal when examined histologically after death or 
whether they showed asbestosis: the history of this 
worker does, however, show that prolonged exposure 


_ does not necessarily lead to any disability. 


Giroux has exposed guinea-pigs, rabbits, and a dog to 
crude asbestos dust in a chamber daily for several months. 
The rabbits, killed after periods of from 3 to 124 months, 
had no asbestosis and no asbestos bodies. The dog 
showed no lesions after 10 months’ exposure: only the 
cavies showed lesions in the lungs and the presence of 
asbestos bodies. In these animals he traces the stages 
of formation of asbestos bodies: fibres reaching the 
alveoli are rapidly covered by phagocytic cells; movement 
of the fibres results in microscopic bleeding from damaged 
alveolar walls; the haemoglobin from the liberated red 
cells is taken up by the phagocytes which already enclose 
the asbestos fibres. Subcutaneous or intratesticular 
injections into cavies of suspensions of asbestos in olive 
oil resulted in the production of granulomatous lesions 
but no asbestos bodies. When, however, the suspension 
was injected into an area into which 1 ml. of blood had 
been injected immediately before, asbestos bodies were 
found after a month. He considers that the presence of 
asbestos bodies in sputum has real significance, since it 
implies tissue damage in the lungs. 

Desmeules, Giroux, and Richard report a patient, 
aged 44 years, in whose family there was no history of 
tuberculosis. He had worked as a bagger of asbestos 
for 20 years: after 10 years he began to experience 
dyspnoea on effort, accompanied by cough and expectora- 
tion. He became more severely ill some 9 months before 
his death, which was due to tuberculosis and asbestosis. 
The authors argue that the asbestosis preceded and paved 
the way for the tuberculosis, but admit that they have no 
proof of this. [The association of tuberculosis and 
asbestosis is generally admitted in Britain but is doubted 
in the United States.] 

Desmeules, Rousseau, Giroux, and Sirois record brief 
details of 2 patients who had asbestosis and cancer of 
the lung. The first, aged 57 years, had worked in the 
asbestos industry for 25 years, and had no complaints 
until a little more than a month before his death, when 
pain started in the chest. On admission he was cyanosed 
and dyspnoeic, and a large pleural effusion was tapped 
on several occasions. At necropsy numerous nodules 
of tumour were found in the pleura of the left lung; no 
primary site is described. The second patient, aged 50 
years, had worked as a bagger of asbestos for 32 years, 
during the last 15 of which he had been troubled by 
coughing. On admission to hospital he was wasted, 
cyanosed, and distressed, and had a right pleural effusion. 
At necropsy a typical bronchial carcinoma was found. 
Both patients showed diffuse fibrosis in the lungs with 
numerous asbestos bodies. [The claim that carcinoma 
of the lung with asbestosis has been recorded before in 
only 1 case cannot be allowed. Nor will there be 
general agreement with the statement that silicosis is 
admitted to play an important part in the pathogenesis 
of pulmonary carcinoma.] H. E. Harding 
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758. Reflex Vasodilatation in Human Skeletal Muscle 
in Response to Heating the Body 

H. Barcrort, W. McK. BoNNarR, and O. G. EDHOLM. 
Journal of Physiology {J. Physiol.] 106, 271-278, July 31, 
1947. 6 figs., 14 refs. 


Studying the blood flow in the forearm by the method 
of Lewis and Grant, the investigators were able to demon- 
strate a marked vasodilatation after warming the body 
(the feet being placed in hot water), which was abolished 
by sympathectomy. This differed from the commensur- 
able volume increase produced by local irritation with 
mustard in being unaccompanied by flushing and pro- 
bably more deeply seated. Moreover, warming the 
body still produced the effect after blanching of the skin 
by adrenaline, administered by electrophoresis. The 
investigators regard the skeletal muscle as the probable 
site of this reflex vasodilatation, which they estimate as 
equivalent to an increase in flow of about 1-5 litres per 
minute. Alex. Comfort 


759. Oxygen Poisoning in Man. 

K. W. DonaLp. British Medical Journal [Brit. med. J.} 
1, 667-672 and 712-717, May 17 and 24, 1947. 9 figs., 
33 refs. 


The present work was undertaken at a period when it 
was generally believed that men at physiological rest 
could breathe oxygen safely at 4 atmospheres for at least 
30 minutes and at 3 atmospheres for at least 3 hours. 
Oxygen tolerance tests were made on very large groups 
of subjects above and under water. One group was 
subjected to a pressure of 3-73 atmospheres above 
water. Exposures causing marked symptoms in this 
group varied widely in duration from 6 to 96 minutes. 
Comparison of results obtained at 60 ft. (18 m.) and 
90 ft. (27 m.) pressure of seawater, and at the same 
pressures in compressed air above water, revealed the 
important fact that oxygen tolerance is greatly decreased 
by immersion. No satisfactory explanation for this 
phenomenon has been found. Attempts to plot curves 
for each individual and subsequently for groups of 
individuals revealed variations of a magnitude that 
render dives to possibly toxic oxygen pressures extremely 
hazardous. The maximum non-toxic depth attained 
under water at rest for 2 hours was 25 ft. (7:5 m.), and all 
diving with the use of pure oxygen below this level is 
dangerous. Work diminishes oxygen tolerance markedly 
and can cause the occurrence of toxic symptoms even at 
25 ft. Oxygen tolerance was found to be equally affected 
by heat and cold. 

The knowledge of signs and symptoms of oxygen 
poisoning has been extended. The great individual 
variation in types of signs and symptoms manifested is 
stressed. The most significant feature of oxygen poison- 
ing appears to be the possible dysfunction of the whole 


cerebrospinal axis and the peripheral nerves. An aura, 
similar to those found in epilepsy, was present in a 
number of cases. Severe muscle twitching was observed, 
starting usually in the face and later becoming generalized, 
Some individuals developed convulsions like those of 
major idiopathic epilepsy. Peripheral motor discharges 
may dominate the picture without evidence of cortical 
disturbance. Syncopal attacks may also occur. Some 
subjects suffered from “ off-effect ’’ or exacerbation of 
symptoms on returning to air. No evidence of neuro- 
logical damage was found in subjects used for experi- 
mental work over a period of 3 years. Electro. 
encephalographic studies showed, among other findings, 
that subjects with convulsions yielded records of electrical 
activity during and after the fit which were indistinguish- 
able from those observed in grand mal. Investigation 
of the effect of high oxygen tension on rat-brain slices 
demonstrated a progressive and irreversible poisoning of 
cerebral cortical tissue. There was no evidence of 
pulmonary damage in 1,000 experiments terminated on 
account of signs of central nervous system disturbance. 
Cumulative pulmonary effects from oxygen diving were 
also absent. The presence of bradycardia described by 
previous workers was confirmed. No cardiac enlarge- 
ment was observed in cases exposed to toxic oxygen 
tensions over long periods. 


760. Studies on Skin Temperature and Clinical Decom- 
pression Sickness 

C. A. Tosias, W. F. Loomis, and J. H. LAWRENCcE. 
American Journal of Physiology [Amer. J. Physiol.] 149, 
626-633, June, 1947. 1 fig., 13 refs. 


The skin temperature of the dorsal surface of the hand 
has been measured at 10-minute intervals by means of a 
radiometer with a silver-plated constantan thermopile 
as a sensitive element. The radiometer was suspended 
on a moving arm from the ceiling of an altitude chamber 
and moved by the operator from one subject to the next. 
Never more than 8 of the subjects were in the chamber 
at one time. An altitude equivalent to 28,500 ft. 
(8,550 m.) was reached in 32 minutes, 32,600 ft. (9,780 m.) 
in 42 minutes, and 35,000 ft. (10,500 m.) in 52 minutes, 
where it was maintained for 60 minutes. Because the 
calibration of the radiometer varied with barometric 
pressure and humidity and because it was not possible 
to site the radiometer on the.same area of the individual, 
individual temperature records were discarded in favour 
of mean temperatures in different groups. Standard 
step-up exercises were performed at 5-minute intervals 
and a self-rated nine-point scale was used as an index 
of decompression sickness pain. The subjects fell into 
three groups: (a) 24 subjects, who did not develop any 
bends or chokes in the particular run; (5) 16 subjects, 
with mild pain; and (c) 26 subjects, with severe or 
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incapacitating symptoms. In group (a) mean tempera- 
ture increased though not significantly and remained 
constant at maximum altitude; in group (c), although 
at ground level skin temperatures were comparable, at 
28,000 ft. the mean temperature difference equalled 
097°C. and remained significantly lower than in 
group (a) throughout the run. Diathermy applied to 
one knee, five deep knee-bends every 10 minutes being 
employed, significantly decreased the incidence of severe 
symptoms in that knee. It had no effect if applied after 
the subject had developed the mildest degree of “* bends ”’ 
pain or on the oral temperature. Electrically heated 
flying suits slightly reduced the incidence of severe bends. 
C. C. N. Vass 


761. Creatinine Losses in the Sweat during Work in 
Hot Humid Environments 

W.S.S. LApELL. Journal of Physiology Physiol.| 106, 
237-244, July 31, 1947. 3 figs., 10 refs. 


(1) The creatinine contents of serial samples of sweat 
from men working in a hot humid environment were 
measured and compared with the creatinine contents of. 
saliva and of plasma obtained at the same time. (2) In- 
creasing the creatinine content of the blood raised that 
of the saliva correspondingly, but had little effect on the 
sweat. (3) There is a reciprocal relationship between 
sweat rate and the creatinine content of sweat.—[Author’s 
summary.] 


762. The Ascorbic Acid Content of the Hypertrophied 
Human Prostate 

E. L. KENNAWay and M. M. Tipcer. British Journal of 
Experimental Pathology (Brit. J. exp. Path.] 28, 274-278, 
Aug., 1947. 1 fig., 8 refs. 


Hypertrophic human prostates contain ascorbic acid 
in concentrations usually between 50 and 110 pg. per 
gramme. In the literature only one other series of 
estimations of ascorbic acid in a fresh human organ (the 
ovary) has been found.—[Authors’ summary.] 
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763. Cardiac Oxygen Metabolism and Control of the 
Coronary Circulation - - 

J. E. EcKeNHorF, J. H. HAFKENSCHIEL, C. M. LANDMESSER, 
and M. Harmer. American Journal of Physiology 
[Amer. J. Physiol.] 149, 634-649, June, 1947. 5 figs., 
40 refs. 


Since coronary ischaemia in the dog’s heart in situ 
causes temporary coronary vasodilatation, and inhala- 
tion of pure oxygen causes coronary constriction, 
experiments were made to test the hypothesis that the 
tonus of the coronary vessels is automatically adjusted 
to cardiac metabolic needs. Dogs were anaesthetized 
with “* nembutal ’’ sodium, except in a few experiments 
where morphine-chloralose, morphine-cyclopropane, or 
morphine, following cyclopropane—oxygen anaesthesia, 
were administered. The coronary artery blood flow was 
measured in the anterior descending coronary artery 
with the aid of the bubble flow-meter, and venous blood 


was collected from the great cardiac vein, so that the 
arterial and venous distributions were mainly left ventri- 
cular. Arterio-venous differences were measured by 
van Slyke manometric estimation, and cardiac output 


- was measured by the direct Fick method. Left ventri- 


cular work was calculated, and the cardiac efficiency 
determined as left ventricular work/left ventricular 
oxygen consumption. The normal oxygen consumption 
of the left ventricle was 8-8 ml. per 100 g. of ventricle 
per minute. Cardiac oxygen consumption was found 
to be correlated with coronary flow, blood pressure, 
coronary resistance and cardiac work, but was not 
correlated with cardiac output. After primary altera- 
tions in arterial blood pressure or cardiac output, the 
coronary flow followed cardiac oxygen consumption. 
In experiments designed to cause primary changes in 
arterial oxygen content, the coronary flow increased as 
arterial oxygen fell, blood pressure and cardiac oxygen 
consumption being relatively constant. Cardiac effi- 
ciency varied directly with cardiac output and inversely 
with arterial blood pressure. The findings support the 
hypothesis that the coronary vessels are intrinsically 
controlled in relation to the metabolic needs of the tissue. 
The underlying mechanism is believed to be chemical in 
nature. The heart is protected from circulatory failure 
anoxia by decreased coronary tonus, diversion of a 
larger part of the total output to the coronary vessels, 
and decreased cardiac work. E. F. McCarthy 


764. The Presence in Blood of a Principle which Elicits 
a Sustained Pressor Response in Nephrectomized Animals 
R. E. Suretey, O. M. HELMER, and K. G. KOHLSTAEDT. 
American Journal of Physiology [Amer. J. Physiol.| 149, 
708-719, June, 1947. 10 figs., 7 refs. 


Anaesthetized pithed cats, which were either pre- 
viously normal or nephrectomized bilaterally 2 days 
before pithing, were used as test animals for demon- 
strating pressor activity in plasma from normal and 
hypertensive animals. A chance observation revealed 
that the blood obtained at death from a cat which had 
previously been ill gave a sustained pressor response in 
the bilaterally nephrectomized cat. This response was 
absent when the blood was obtained from normal living 
animals or from normal animals killed suddenly. The 
experiments were repeated with plasma from cats which 
had received intraperitoneal injections of DDT, causing 
death in 15 to 24 hours, or which had died from undiag- 
nosed “‘ natural causes”. These samples gave a sus- 
tained pressor response. The injection of plasma 
containing the pressor substance into the non-nephrecto- 
mized animal failed to elicit the typical response. The 
plasma of cats bilaterally nephrectomized before DDT 
injection failed to give the response, indicating that the 
presence of the kidney is necessary for the production of 
the pressor substance of ante-mortem blood. Cats, 
anaesthetized and otherwise, were subjected to pro- 
cedures causing hypotension. The plasma became 
** active ’°—that is, gave the pressor response—after the 
expiration of a minimum period of hypotension. The 
procedure was repeated in bilaterally nephrectomized 
animals, and the blood before death failed to 
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produce the typical pressor effect. Apparently the 
production of the pressor substance requires a period of 
hypotension lasting for 30 minutes at least, and the 
presence of the kidneys. In 7 out of 71 “ 2-day 
nephrectomized ”’ cats, plasma previously or subsequently 
found “ active ”’ failed to elicit a pressor response. The 
pressor substance seems to be distinct from renin, 
angiotonin, pepsitensin, hydroxytyramine, or tyramine. 
E. F. McCarthy 


765. A Radiological Study of the State of Distension or 
Collapse of the Superior Vena Cava. (Sobre el estado de 
distensién o colapso de la vena cava superior. Estudio 
radiolégico) 

J. Duomarco, R. Rimini, and F. N. PREDARI. Revista 
de Tuberculosis del Uruguay [Rev. Tuberc. Uruguay] 14, 
151-158, 1946. 2 figs., 7 refs. 


The view is upheld that the inspiratory fall of intra- 


' thoracic pressure has little or no influence in aiding the 


venous return. Right thoracic radiography in man 
shows that in the horizontal position the superior vena 
cava is distended with blood and exhibits beats, but 
when the subject changes to the upright position it col- 
lapses. Radiography in dogs after injection of sodium 
iodide into the jugular veins shows that in the vertical 
head-up position the vena cava is collapsed, but is 
distended in the vertical head-down position. The 
degree of caval distension or collapse is not a function 
of the intrathoracic pressure; the amount of blood in 
the vein depends on posture. Any effect which inspira- 
tory diminution could have as a circulatory pump is 
counteracted by compression of the cervico-thoracic 
junction. In previous work by two of the authors, in 
which they used on the one hand an experimental model 
(Rev. argent. Cardiol., 1944, 11, 286) and on the other 
hand dogs with optical records of abdominal, intra- 
venous, and arterial pressures (ibid., 1945, 11, 359), they 
concluded that thoracic aspiration and increase of the 
difference between abdominal and intrathoracic pressures 
could aid the venous circulation only in abnormal 
conditions such as cardiac obstruction. The increase 
of abdominal pressure is effective as a driving factor 
when it acts on an engorged vein. The block at the 
entrance of the vena cava to the thorax does not come 
into play. 

{It is not clear how the observations recorded fit in 
with explanations of rhythmic variations of arterial 
pressure, but it seems to be accepted with Eyster and 
Hicks that the mean output is not diminished during a 
period of depressed respiration.] D. T. Barry 


766. The Action of Soya-bean Trypsin Inhibitor as an 
Anti-thromboplastin in Blood Coagulation 
R. G. MACFARLANE. Journal of Physiology [J. Physiol.] 
106, 104-111, March 15, 1947. 14 refs. 


Previous work is cited in support of the hypothesis that 
proteolysis is a factor in blood-clotting. The effect of 
known inhibitors of proteolysis on blood-clotting is, 
therefore, of interest. Crystalline soya-bean trypsin 
inhibitor has a more potent anticoagulant action than 


pancreatic trypsin inhibitor. Evidence is presented that 
the major effect of soya-bean inhibitor is due to depres- 
sion of the process of thrombin formation. The factors 
concerned in the production of thrombin are ionized 
calcium, prothrombin, and the thromboplastin complex, 
Calcium activity seems unaffected by the inhibitor. The 
single-stage method for prothrombin estimation used on 
mixtures of plasma, calcium chloride, and thrombo- 
plastin solutions shows that corresponding variations in 
prothrombin or thromboplastin produce approximately 
equal effects on clotting time. Results obtained with 
the two-stage method indicate that there is no significant 
inactivation of prothrombin by the inhibitor. The 
evidence suggests a specific action by the inhibitor on 
thromboplastin. The significance of these findings is 
discussed. E. F. McCarthy 


767. Fluorescence of Red Blood Cells 
D. H. HaMty, G. J. HUMMer, and C. SHEARD. Science 
[Science] 106, 169-170, Aug. 22, 1947. 7 refs. 


The finding of red-fluorescing reticulocytes in anaemia 
has aroused widespread interest. The present investi- 
gators were successful in demonstrating such fluorocytes 
only when an adequate intensity of ultraviolet illumina- 
tion was obtained. It was then found that in a rabbit 
to which phenylhydrazine* had been administered about 
1% of the erythrocytes were fluorescent. The fluorescence 
was of limited duration, ranging from 4 to 120 seconds. 
Fluorescence of the erythrocytes was also observed in a 
case of pernicious anaemia, but it was of a yellowish- 
green hue, and not the red fluorescence characteristic 
of coproporphyrin. It is considered that this yellowish- 
green fluorescence indicates some other modification of 
the normal haemoglobin of red blood cells. Although, 
in general, the fluorocyte count may provide some 
indication of the severity of the underlying disease 
process, it cannot be correlated with the amount of 
fluorescing pigment in the blood, because some cells 
will contain so little of this pigment that fluorescence 
will be below the level of visibility or will last for too 
short a time to permit recognition. L. J. Davis 


768. Use of Trypsin in the Detection of Incomplete 
Anti-Rh Antibodies 

J. A. Morton and M. M. Pickies. Nature [Nature, 
Lond.] 159, 779-780, June 7, 1947. 4 refs. 


Basing their studies on the findings of Pickles (Nature, 
Lond., 1946, 158, 880) that the filtrate of a culture of 
Vibrio cholerae causes cells sensitized by an incomplete 
antibody to agglutinate, the authors carried out some 
interesting work with trypsin solutions. Rh-positive 
cells sensitized with anti-D serum, either in vitro or, in 
the case of erythroblastotic infants, in vivo, were aggluti- 
nated by crystalline trypsin solutions; the results were the 
same whether trypsin or anti-human rabbit immune- 
serum was used. When trypsin was added to the serum 
or to the serum-cell mixture the natural antitrypsin 
present in all sera inhibited the effect of trypsin. This 
could be overcome by using excess of trypsin or by wash- 
ing cells already sensitized before exposing them to 


body. 
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trypsin. A single washing proved sufficient. When 
trypsin was added to test cells and incubated the aggluti- 
nation with iso-agglutinins and immune-agglutinins 
was enhanced and agglutination occurred with sera of 
the ‘incomplete’ type. The stock solution of crystal- 
line trypsin has been a 1% solution in N/20 hydrochloric 
acid, and has remained stable for 3 months. Before 
use the stock solution is diluted with phosphate buffer 
(pH 7:2) to concentrations of 1 in 400 to 1 in 10,000. 
With 1 in 400 solution of crystalline trypsin complete 
agglutination of fully sensitized cells occurred within 
20 minutes. The authors promise the full results of 
their valuable findings and their interpretation later. 
Kate Maunsell 


769. The Splenic Circulation with Special Reference to 
the Function of the Spleen Sinus Wall. [In English] 

S. E. BIGRKMAN. Acta Medica Scandinavica {Acta med. 
scand.| Suppl. 191, 1-87, 1947. 27 figs., Bibliography. 
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770. A Histological Study of the Participation of the 
Intestinal Epithelium, the Reticulo-endothelial System and 
the Lymphatics in Iron Absorption and Transport. Pre- 
liminary Report 

T. GiLMaAN and A. C. Ivy. Gastroenterology [Gastro- 
enterology] 9, 162-169, Aug., 1947. 25 refs. 


This is a preliminary report of experiments designed 
to repeat those of Granick (1946). These suggested 
that in the guinea-pig ferrous iron was altered to ferric 
iron in the epithelial cells of the intestine, combined 
there with the protein apoferritin to form ferritin, and 
for a time held up in the mucosa until required by the 
While stored in the mucosa it acts, according to 
Granick, both as a reservoir and also as a form of 
barrier, or “‘ mucosa block ”’, preventing absorption of 
any more unwanted iron. 

The present authors have studied sections of duodenum, 
liver, spleen, and lymph nodes in guinea-pigs given iron, 
and also under other conditions, and in general confirm 
Granick’s views. They note the arrest of ferric iron in a 
granular form combined with protein in the intestinal 
epithelium, and an increase in iron-containing phagocytes 
in the spleen after giving iron by mouth. Phagocytes 
containing iron are also noted in the mesenteric lymph 
nodes within one hour after feeding i iron. 

[The various changes which iron granules undergo in 
the intestinal cells during absorption require further 
study to elucidate their full significance, but this work 
continues an important line of research and throws 
valuable light on the means by which iron is selectively 
absorbed according to the needs of the body. A 
further report will be awaited with great interest.] 

Thomas Hunt 


771. Micro-estimation of Non-protein Nitrogen in Serum, 
Plasma, or Blood 

F. Rappaport and F. E1rcHHORN. Lancet [Lancet] 2, 
171-172, Aug. 2, 1947. 3 refs. 


772. Regeneration Rates of Serum Cholinesterase in 
Normal Individuals and in Patients with Liver Damage 
W. C. Wescoe, C. C. Hunt, W. F. Riker, and I. C. Litt. 
American Journal of Physiology {Amer. J. Physiol. 149, 
549-551, June, 1947. 1 fig., 7 refs. 


Serum cholinesterase activity has been determined 
manometrically in 13 normal persons and in 15 subjects 
with well-defined liver damage before and during the 
14 days following the intramuscular injection of 2 mg. 
diisopropylfluorophosphonate (DFP) in peanut oil. 
Before injection of DFP, serum cholinesterase values 
averaged 202 c.mm. of CO, per 0-1 ml. serum per 30 
minutes in normal persons (range 168-242), and 66 c.mm. 
(range 18-122) in subjects with hepatic damage. After 
DFP the serum cholinesterase fell to below 10% of its 
initial activity without a significant reduction in the cholin- 
esterase content of the erythrocytes and with no undesir- 
able reactions. In normal subjects the regeneration of 
serum cholinesterase followed a parabolic curve reaching 
an average of 76% of the initial level by the fourteenth day. 
In subjects with hepatic injury the rates of regeneration 


’ were significantly lower, and although a considerable 


spread in the absolute values of serum cholinesterase was 
noted in both groups, overlap was minimal and was 
confined to the first 3 days following DFP. It is argued 
that these results are further evidence for the view that 
the liver is the primary site of formation of serum 
cholinesterase. C. C. N. Vass 


773. The Nervous Pathways of Intestinal Reflexes 
Associated with Nausea and Vomiting 

R. A. Grecory. Journal of Physiology [J. Physiol.] 
106, 95-103, March 15, 1947. 5 figs., 16 refs. 


Non-anaesthetized dogs with Thiry-Vella loops of 
jejunum show characteristic changes in intestinal tone 
and motility when nausea and vomiting are produced 
by subcutaneous injections of apomorphine. Previous 
denervation experiments indicate that these effects are of 
central reflex origin. Six dogs were provided with Thiry 
or Thiry-Vella loops. The onset of nausea and vomiting 
caused an increase in the flow of juice from the loops, 
as well as characteristic changes in tone and motility. 
Denervation of the vascular pedicle of a loop abolishes 
the effects, indicating that the secretory response is also 
of central reflex origin. Bilateral splanchnicotomy does 
not modify these responses, but bilateral vagotomy causes 
their complete disappearance. E. F. McCarthy 


774. Some Effects of High Lipid Diets on Intestinal 
Elimination. IV. Saturated Fatty Acids 

H. L. Wixorr, B. H. Marks, J. F. CAuL, and W. F. 
HoFFMAN. American Journal of Digestive Diseases 
[Amer. J. digest. Dis.] 14, 58-62, Feb., 1947. 9 refs. 


* Dogs were fed on a standard diet supplemented with 
saturated fatty acids of varying chain-length. Addition 
of 5% stearic acid caused constipation; no change was 
produced by 10% lauric acid; 5% caprylic, 5% caproic, 
and 4% butyric acids each had a laxative effect. Various 
chemical studies were made on the faeces, but their 
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significance is obscure. It is concluded that the effect 
of these various fatty acids in general paralleled that 
obtained when large amounts of the corresponding 
triglycerides were fed. It is claimed that the effects 
described were not due to the presence of large amounts 
of free fatty acids or soaps, since the acid values of the 
so-called soap fractions were low. 

[Considerable clarification of the chemical data is 
required before any final conclusion on this point can 
be reached.] A, C. Frazer 


775. Blood Sugar Levels and the Behaviour Pattern of 
Young Healthy Adults Several Hours after the Ingestion 
of Large Amount of Sucrose 

J. Hatpi and W. Wynn. American Journal of Physio- 
logy [Amer. J. Physiol.| 150, 263-266, Aug., 1947. 
1 fig., 7 refs. ‘ 


A hypoglycaemic syndrome, with nervousness, pallor, 
and sweating, was described by other workers as occur- 
ring in 5 out of 6 healthy subjects after a large intake 
of sugar. The present authors failed to verify this, as 
previously reported. Now a further study in young 
adults has revealed no evidence of such a syndrome during 
the 4 hours after ingestion of 1-5 g. of dextrose or sucrose 
per kilo of body weight. The blood-sugar level rose 
with equal rapidity after ingestion of dextrose and sucrose. 
Thus the previous conclusion come to is sustained— 
namely, that a hypoglycaemic syndrome is not the usual 
response of normal healthy adults to increased intake of 
carbohydrate. D. T. Barry 


776. The Intervention of Vitamins in Protein Meta- 
bolism. (La intervencién de las vitaminas en el meta- 
bolismo protéico. I. Estudios de tiamina en animales 
adultos en dietas de desnutricién. II. Estudios de 
tiamina en animales j6venes en crecimiento) 

C. Diaz, F. Vivanco, J. M. PAtacios, A. 
BuyLia, and R. Picatoste. Revista Clinica Espafiola 
[Rev. clin. esp.] 25, 249-259, May 31, 1947. 2 figs., 
18 refs. 


This paper is divided into two parts, the first dealing 
with the effect of thiamine on protein synthesis in adult 
rats, and the second with its effect on growth in young 
rats. 

The first experiment consisted in taking 36 white 
adult rats and dividing them into two groups, one group 
receiving a diet with normal protein intake and the other 
a diet poor in protein. 
two subgroups of 9 rats each. One subgroup received 
thiamine and the other did not. The progress of the 
rats, as shown by changes in weight, was measured, the 
protein balance was studied by estimating the nitrogen 
excretion in urine and faeces, and finally the body 
composition of the killed rat was determined. In the 
rats given a low-protein diet it was found that those 
receiving thiamine lost weight but that those not on 
thiamine lost far more. The retention of protein was 
also better in the first group. It was evident, therefore, 
that vitamin B, prevented loss of weight and malnutrition. 
The same results were found in the rats fed on a normal 


Each was again subdivided into: 
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protein diet. It was also noted that the rats not receiving 
vitamin B, lost appetite. This anorexia does not account 
for the loss of weight; it follows the non-assimilation 
of protein, and the authors quote Hopkins in support of 
this. They regard vitamin B, as essential for the 
synthesis and storage of protein. 

In the second part the authors quote Harris (Vitamins 
and Vitamin Deficiencies, 1938) and Sure (J. biol. Chem., 
1931, 91, 69 and 1932, 97, 133) as holding the view that 
vitamin B, has a specific effect on growth, whereas 
Youmans (Nutritional Deficiency Diseases, 1941) is of the 
contrary opinion. Forty growing rats were divided into 
four groups as in the previous experiment. A low-protein 
diet with no thiamine resulted in loss of weight, but on 
adding vitamin B, the animals slowly gained weight. By 
analysing their figures, especially of the body composi- 
tion after death, the authors conclude that vitamin B,, 
as well as playing a part in the intermediate metabolism 
of carbohydrate and production of fat, also has a specific 
action on growth. Paul B. Woolley 


777. Nitrogen Retention Studies on Rats, Dogs and 
Man; the Effect of Adding Methionine to an Enzymic 
Casein Hydrolysate 

W. M. Cox, A. J. MUELLER, R. ELMAN, A. A. ALBANESE, 
K. S. KEeEMMeERER, R. W. BARTON, and L. E. 
Journal of Nutrition [J. Nutrit.| 33, 437-457, April 10, 
1947. 17 refs. 


This excellent paper compares the nitrogen retention 
resulting from administration of a casein hydrolysate 
with and without added methionine in rats, dogs, and 
man. Addition of methionine increased nitrogen 
retention in dogs and the rate of growth in rats. But in 
man a striking species difference was found, since 
methionine was without effect on nitrogen retention in 
four different groups: (1) surgical patients depleted of 
nitrogen and fed intravenously; (2) normal adults fed 
at a level sufficing for maintenance of nitrogen balance; 
(3) normal adults who had been depleted of protein for 
3 weeks and were then fed only an amount of nitrogen 
equal to the endogenous loss; and (4) normal infants. 
The authors suggest that the difference is due to the fact 
that rats and dogs need methionine or cystine in relatively 
large amounts for hair, whereas man does not. 

The generally recognized nutritional difference between 
casein and lactalbumin is valid for the dog or rat but not 
for man. The finding of Osborne and Mendel in 1915 
that casein would not support growth of rats as well as 
would lactalbumin has been used as an argument for the 
superiority of human milk, with its high content of lact- 
albumin, to cow’s milk, with its high content of casein; 
casein is poor in cystine or methionine, whereas lact- 
albumin. is rich. The argument is no longer valid 
because of the species difference. H. M. Sinclair 


778. The Influence of Acute Hypothermia on the Rate of 
Oxygen Consumption and Glycogen Content of the Liver 
and on the Blood Glucose 

F. A. FUHRMAN and J. M. CrisMON. American Journal 
of Physiology {Amer. J. Physiol.] 149, 552-560, June, 
1947. 25 refs. 
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7719. pA, a New Scale for the Measurement of Drug 
Antagonism 

H. O. Scuitp. British Journal of Pharmacology and 
Chemotherapy [Brit. J. Pharmacol.] 2, 189-206, Sept., 
1947. 11 figs., 8 refs. 


A quantitative study has been made of the antagonism 
of pethidine, atropine, “ benadryl ’’, and “ neoantergan ” 
to contractions of the isolated guinea-pig ileum produced 
by histamine or acetylcholine. By means of an ingenious 
apparatus, illustrated by diagrams, the isolated organ 
bath was emptied and refilled at constant time intervals 
with a constant volume of Tyrode solution or Tyrode 
solution containing the antagonist. The movement of 
the recording drum and a time signal for the addition of 


- doses of histamine or acetylcholine were also controlled 


automatically. The apparatus made it possible for two 
experiments to be conducted simultaneously, and 
ensured constant conditions for each dose. The activity 
of an antagonist was expressed by a new scale, “ pA’”’, 
the pA, of a drug being defined as “* the negative logarithm 
to base 10 of the molar concentration of an antagonistic 
drug which will reduce the effect of a multiple dose (x) 
of an active drug to that of a single dose. Thus, if the 


_ presence of a concentration of 10-*** molar pethidine in 


the bath fluid reduces the effect of 2 wg. histamine to that 
produced in the absence of pethidine by 1 pg. histamine, 
pA, pethidine—histamine=5-8”. Full details and 
examples of the method of determining pA are given. 
Concentrations of antagonist are found which will 
reduce the effect of a multiple dose of stimulant (a) to 
slightly more, and (4) to slightly less than that originally 
produced by a single dose. The differences from the 
original response are expressed as percentages of the 
maximal contraction, and the exact value of pA is deter- 
mined graphically. The effect of time of contact of 
antagonist with the ileum is also noted, and a very clear 
picture of the properties of each drug-antagonist pair is 
given by figures determined for pA, and pAjg at times 
of contact of 2 and 14 minutes in each case. All four 
antagonists tested show activity against histamine and 
acetylcholine, but at widely different concentrations and 
with different equilibrium times of contact. Thus 
neoantergan is 40,000 times as active against histamine 
as against acetylcholine, whereas pethidine discriminates 
very little between the two. 

The main advantage of the use of pA is that it enables 
the activities of drugs which differ qualitatively in their 
effects to be compared upon an absolute scale. pA is 
independent of the concentration of antagonist used. pA 
values for the same drug pair were found to vary by 0-4 
to 0-5 unit with a time of contact of antagonist of 2 
minutes; with longer periods of contact the variation 
was greater. The pA value of an antagonist may also 
be estimated by assay against another antagonist whose 
PA is already known. If the assay is carried out with 


short periods of contact upon a single piece of ileum 
there is a discrepancy between the result and that obtained 
by direct determination, the figure approximating more 
closely to that of the pA for a longer period of contact. 
This may be because in the assay there is not enough 
time for the effects of a persistent antagonist to wear off. 
A much better comparison is obtained if two strips of 
gut from the same animal are treated simultaneously— 
One with the unknown antagonist and the other with the 
standard. pA values determined by this method show 
less variation than by any other method. 

[This is an admirable paper in which the experiments 
were designed with due regard for the statistical treat- 
ment of results and all conclusions are backed by concise 
numerical data. The automatic apparatus is a con- 
venience but not a necessity, and the use of the pA scale 
should greatly facilitate comparison of results from 
different laboratories. ] L. G. Goodwin 


780. The Fate of Radioactive Tartar Emetic Administered 
to Human Subjects. I. Blood Concentration and 
Excretion Following Single and Multiple Intravenous 
Injections 

F. C. Bartrer, D. B. Cowie, H. Most, A. T. Ness, and 
S. ForsusH. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 27, 403-416, May, 1947. 2 figs., 
16 refs. 


Tartar emetic prepared from radioactive isotopes Sb124 
and Sb}2? was injected intravenously into 8 volunteers 
under observation for schistosomiasis; 7 had received 
previous antimony treatment. Doses ranging from 
0-253 to 1-6 mg. of radioactive antimony per kilo were 
given as a 1:5% solution of tartar emetic in distilled 
water. In 6 of the patients toxic symptoms were 
avoided by the slow injection of the drug; the other 2 
patients received excessive doses. The antimony was 
determined by means of the Geiger counter in suitably 
prepared specimens of blood, urine, and faeces. 

The blood concentration fell very rapidly, and only 
about 10% of the dose remained in circulatiorm® 5 to 30 
minutes after injection. Subsequently the fall was less 
rapid and a small concentration remained for many 
hours. In 1 patient, who received 13 doses of radio- 
active antimony at 2-day intervals, the basic blood level 
was progressively increased by successive injections. 
The authors suggest that effective antimony therapy may 
depend upon the maintenance of an adequate blood 
concentration, and refer to the work of Alves and Blair 
(Lancet, 1946, 1, 9) and others which indicates that 
frequent and large doses of antimony produce the highest 
number of cures in schistosomiasis. There was no 
apparent relation between the size of the dose and the 
rate of excretion; excretion was rapid at first and later 
became steadily less. After single doses, 10-1 to 14-4% 
was excreted in 24 hours, and 13-5 to 20-8% in 48 hours; 
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in 1 patient the total elimination in 27 days was 73-3%. 
The rate of excretion of a dose of labelled drug was 
completely unaffected by the administration of further 
doses of non-radioactive antimony. In the patient who 
received 13 doses, a total of 73-5% had been excreted 
20 days after the last injection. About 80% of the 
antimony excreted was in the urine and 20% in the faeces. 
Two patients who vomited after the injection of large 
doses eliminated respectively 1-2 and 0-1% in the vomitus 
collected over half an hour. An experiment in which 
bile was collected by means of a duodenal tube indicated 
that only a small proportion of antimony was eliminated 
by this route. L. G. Goodwin 


781. The Effect of Amphetamine Sulfate and Some 
Barbiturates on the Fatigue produced by Prolonged Wake- 
fulness 

D. B. TyLer. American Journal of Physiology [Amer. J. 
Physiol.] 150, 253-262, Aug., 1947. 14 refs. 


1. With the exception of the effect on the electrical 
activity of the brain, no other significant physiological or 
biochemical changes were observed during 112 hours of 
experimental insomnia, and the indications are that the 
fatigue is confined to the higher centres of the central 
nervous system. 

2. Performance based on tests of a wide variety of 
psychomotor skills shows little change so long as the 
tests are of short duration. Modifying a procedure to 
require a sustained effort on the part of the subject 
results in poorer performance, first becoming evident 
after about 60 hours of sleeplessness. The inability to 
sustain effort is related to the increased difficulty of 
remaining awake and not to any muscular weakness. 

3. Benzedrine sulfate prevents such deterioration in 
performance when it is first administered between the 
thirty-sixth and forty-eighth hours. A possible explana- 
tion for the mechanism of action of this drug under these 
conditions is offered. 

4. Barbiturates in the dosages employed have only a 
slight effect on performance or the ability of the men to 
stay awake during such a vigil. 

5. The chief disturbances produced by sleeplessness are 
psychological. In the great majority of the subjects 
these changes are mild and transitory, disappearing after 
sleep. The possible relationship between the mechanism 
producing these symptoms and the more permanent 
changes in certain psychotic disorders is discussed.— 
[Author’s summary.] 


782. The Effect of Trimethyloxazolidine Dione (Tridione) 
on the Blood 

J. P. Davis and W. G. LENNox. Journal of Pediatrics 
[J. Pediat.] 31, 24-33, July, 1947. 6 figs., 15 refs. 


Following reports of the adverse effects of “* tridione ”’ 
on the blood picture, the authors made monthly blood 
examinations on 127 patients receiving the drug. The 
examinations consisted of total and differential white 
cell counts, haemoglobin estimations, and observations 
of the adequacy of platelets. They observed no signi- 
ficant fall in haemoglobin and no decline in the platelet 


counts, nor did any bleeding or bruising occur. Because 
tridione acts primarily on the polymorphonuclear cells 
they felt that the absolute number of neutrophils was 
probably of greater significance than either the total 
white cell count or the percentage of neutrophils. Eight 
of the patients (6-3%) had a definite leucopenia with 
polymorphonuclear cells below 1,600 per c.mm. Nine 
more patients (7%) had borderline values (1,600 to 
2,500 per c.mm.), and a further 7% had low normal 
counts (2,500 to 3,000). Thus a total of 20% showed 
distinct changes. After cessation of medication the 
counts promptly returned to normal. No correlation 
was found between these effects and age, sex, dosage of 
tridione, or interruption of treatment. No clinical 
symptoms were observed in any patient. Neutropenia 
developed in from 3 weeks to 20 months after treatment 
began (average, 9-4 months). The lymphocyte counts 
were significantly higher in patients treated with tridione 
(40% or over in 55% of the patients), and the authors 
suggest that tridione, while not altering the total leucocyte 
count, may, in addition to depressing the polymorpho- 
nuclear cells, have a stimulating effect on lymphocyte 
production. 

A high incidence of personal or familial allergy was 
found in this series—59% against an estimated 10% of 
the general population. The relation of eosinophilia 
to tridione therapy was therefore difficult to determine. 
The authors point out that it has been suggested that 
epilepsy may have an allergic factor in its aetiology. 

In view of the undoubted value of tridione in treatment 
the authors stress that its effects on the blood should not 
prevent its proper use. Monthly blood examinations 
suffice to show any neutropenic tendency, and treatment 
should be discontinued if the polymorphonuclear 
cell counts falls below 1,600 per c.mm. 

W. F. Gaisford 


783. ‘* Miadone.’? An Analgesic Drug 
A. J. H. Hewer and C, A. Keeve. Lancet [Lancet] 2, 
281, Aug. 23, 1947. 5 refs. 


Miadone (d/-2-dimethylamino-4,4-diphenylheptan- 
5-one hydrochloride) was introduced as an analgesic in 
Germany during the war, and was known as “ héchst 
10820”" or amidone”’’. Pharmacological and pre- 
liminary clinical investigations have also been reported 
in the U.S.A., where the drug has been named 
** dolophine ”’. 

The analgesic potency of miadone has been compared 
with those of morphine and pethidine by the authors 
and by two student volunteers. Pain was induced by 
working the muscles of the forearm under conditions of 
complete ischaemia produced by distension of a sphygmo- 
manometer cuff applied to the arm at a pressure of 
220 mm. Hg until slight or moderate aching pain was 
felt in the flexor muscles. The drug is given intra- 
venously, and begins to act either towards the end of 
the injection or within a minute of its completion. 
Light-headedness, giddiness, and blurred vision occur at 
the same time as the relief of pain. It was found that 
miadone is about as potent as morphine and ten times 
as potent as pethidine. Thus, 7-5 mg. of miadone or of 
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morphine and 75 mg. of pethidine were the smallest doses 
completely to relieve moderate pain. Miadone produces 
at least as much euphoria as morphine and pethidine, 
and must therefore be considered as a possible drug of 
addiction. Geoffrey McComas 
[The proprietary name of this drug has now been 
changed from miadone to “‘ physeptone ’’.—EpiTor.] 


784. Action of Intrathecally Injected Eserine on the 
Spinal Cord of the Cat 

I. CALMA and S. WriGcut. Journal of Physialogy {J. 
Physiol. 106, 80-94, March 15, 1947. 5 figs., 17 refs. 


Eserine was injected intrathecally into cats in a study 
of its effects on the spinal cord. The animals were 
decerebrate or under chloralose anaesthesia. In control 
experiments the injection of either acid or neutral saline 
caused increases in tone and reflexes which were transient 
or insignificant. Evidence was obtained that eserine in 
doses of 0:2 mg. or more acts directly on the central 
nervous system, increasing the reflex responses, the knee- 
jerk, crossed extensor reflex, and jar reflex, both in the 

reaction to afferent stimuli, and the after-discharge. 
Similar findings in temporarily ischaemic hind-limb 
preparations indicate that the spinal cord is directly 
affected by the drug. In contrast with the regularity of 
these effects the results obtained with the flexor reflex 
were highly variable. Some central inhibitory reactions 
—such as after-fall of the knee-jerk and the crossed 
extensor reflex—appear to be enhanced by eserine; the 
flexor reflex sometimes shows depression instead of 
potentiation under the influence of the drug. The 
authors suggest that eserine has a dual central action, in 
which a generally predominant excitatory action is 
sometimes modified by an inhibitory one. 
E. F. McCarthy 


785. Qualitative and Quantitative Characters of 
Acetylcholine—Aneurin Antagonism. (Qualitative and 
quantitative Charakterisierung des Acetylcholin—Aneurin- 
antagonismus) 

H. J. Bein. Helvetica Physiologica et Pharmacologica 
Acta [Helv. physiol. pharmacol. Acta] 5, 190-201, 1947. 
11 figs., 10 refs. 


The arterial (carotid) blood pressure in rabbits under 
urethane anaesthesia and the effects on the isolated 
intestine of rabbits and guinea-pigs were observed. Very 
small doses of acetylcholine had to be employed in order 
to demonstrate the antagonistic action of vitamin B, 
(aneurin), and the latter had to be used in relatively high 
concentrations. Thus the vasodepressor effect of 0-1 pug. 
acetylcholine was unaltered by 10 mg. of aneurin, but 
the responses of 0-0001 jg. acetylcholine were almost 
completely inhibited by 2 mg. of aneurin. Although 
aneurin had some vasodepressor action itself, it had 
none in the doses employed. This antagonistic action 
was found also against other parasympathomimetic 
drugs like ‘“doryl”’ (carbachol), pilocarpine, and 
arecholine. The effect of aneurin appeared to be 
qualitatively similar to that of atropine, even though it 
had an action antagonistic to the direct effects of barium 
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chloride on guinea-pig intestine. This was confirmed 
by an analysis of dose-effect curves of the antagonism 
of aneurin to the spasms produced by acetylcholine on 
guinea-pig intestines; on rabbit intestine a concentration 
of 10-* aneurin inhibited the effect of acetylcholine in a 
concentration of 10-7. R. Wien 


786. Pharmacological Investigation of Substances with 
a Greater Action on Vessels than Adrenaline. (Pharma- 
kologische Untersuchungen von Substanzen mit. starker 
Gefassaktivitat als Adrenalin) 

B. PELLMONT and R. Meter. Helvetica Physiologica et 
Pharmacologica Acta (Helv. physiol. pharmacol. Acta] 5, 
178-189, 1947. 7 figs., 7 refs. 


The vascular effects of six substituted imidazolines 
and three phenylethylamine compounds were examined. 
Their vasoconstrictor action was determined by a method 
consisting in perfusion of the hind-limb vessels of the rabbit 
with Locke’s solution through the abdominal aorta, and 
in measuring the rate of outflow. Three of the imidazo- 
line derivatives were found to have a much greater 
constrictor effect than adrenaline; two of them were 
roughly about ten times more active. Dose-effect curves 
were plotted from the results of many experiments and 
the shape of these curves followed the same pattern as 
those obtained with adrenaline. It was deduced from 
this that the mode of action of these new compounds is 
essentially sympathomimetic. R. Wien 


787. 5-Halo-2-Thenyl Derivatives of N,N-dimethyl- 
’-2-pyridyl-ethylenediamine as Antihistaminics 

J. T. Lircurietp, M. R. Apams, L. Gopparpb, M. S. 

JAEGER, and L. ALonso. Bulletin of the Johns Hopkins 

Hospital [Bull. Johns Hopk. Hosp.) 81, 55-64, July, 

1947. 13 refs. 


Pyribenzamine ’’, N,N-dimethyl-N’-(2-pyridyl)-N’- 
(benzyl)-ethylenediamine hydrochloride, was used as a 
standard for comparison of antihistamine activity on 
the ileum in guinea-pigs exposed to histamine aerosol 
and in guinea-pigs dying from shock due to intravenous 
injection of histamine. Toxicity was studied in dogs, 
rats, and mice. Substitution of a thenyl for the benzyl 
group in pyribenzamine reduced activity to less than 
one-third, toxicity being unchanged. Toxicity was 
lessened but activity was unaltered by substituting 
p-bromobenzyl for benzyl. However, replacement of 
benzyl by 5-bromo-2-thenyl (“ bromophen”) or by 
5-chloro-2-thenyl (‘‘chlorophen”’) increased activity 
fourfold, reduced toxicity by half, and increased the 
duration of action. Doses exceeding the probable 
therapeutic range were well tolerated for 30 to 60 days 
by mice, rats, and dogs. Derek R. Wood 


787a. The Blocking Effect of Bistriethyl-ammonium Salts 
on Transmission in the Perfused Superior Cervical Gang- 
lion of the Cat 

T. C. Cuou and F. J. pe Exto. British Journal of Phar- 
macology and Chemotherapy (Brit. J. Pharmacol.] 2, 268- 
269, Dec., 1947. 2 figs., 6 refs. 
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788. The Hypoprothrombinaemic Effect of 3,3’Ethyl- 
idine-bis-4-hydroxycoumarin (E.D.C.): An Experimental 
and Clinical Study 

P. FANTL and M. H. Nance. Medical Journal of 
Australia [Med. J. Aust.] 2, 133-136, Aug. 2, 1947. 
2 figs., 19 refs. 


This ethylidine substitute of dicoumarol was tested, 
first in rabbits and then in patients, for its ability to 
lengthen the prothrombin time (Quick) and the period 
of return to normal. Three rabbits were given 30 mg. 
of E.D.C. by stomach tube on 3 successive days. The 
average prothrombin time in seconds rose from 6-2 with 
100% plasma and 13-8 with 12-5% plasma to 27 and 
40-3 respectively 2 hours after the last dose. Forty-eight 
hours later it had fallen to normal. In 3 more rabbits 
which were given 20 mg. orally the prothrombin time 
rose from 6-8 and 13-7 to 10 and 23, falling to 7-5 and 
14-1 48 hours later. Vitamin K intravenously partly 
counteracted the effect of E.D.C. 

To test the effect in man 45 patients were treated. Of 
a series of 13 who had E.D.C. on 3 successive days 1 was 
resistant, but the others all showed a reduction to the 
required level of about 30% prothrombin. Seventy-two 
hours after the last dose the prothrombin was over 60%, 
except in 1 case, and in most cases was about 100%. 
Two doses of 0-5 g. followed by 0-35 to 0-1 g. daily were 
administered to 23 patients; in 15 the prothrombin 
level was below 50%, but results were very variable. 
No toxic effects were encountered. Fibrinogen estima- 
tions showed no correlation. No change in coagulation 
time was noted. Marjorie Le Vay 
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789. Penicillin and B. anthracis : 

J. M. Barnes. Journal of. Pathology and Bacteriology 
[J. Path. Bact.] 59, 113-125, Jan.-April, 1947. 1 fig.,. 
9 refs. 


In 1941 Florey showed that Bacillus anthracis was 
among the organisms with the same degree of sensitivity 
towards penicillin as staphylococci. Since then there 
have been a number of investigations and, in general, the 
results indicate that, despite the apparent sensitivity of 
B. anthracis to penicillin, experimental infections do not 
yield as readily to treatment as do streptococcal infections. 
The author mentions a series of cases reported to him 
personally by Ellingson [unpublished] in which treatment 
was successful in all cases with a total dosage of 1 to 14 
million units in 3-hourly doses over 5 to 7 days. Local 
treatment was also given and the lesions dried up about 
the fourth day, while cultures became sterile even 
earlier. 

The author has made a careful study of the action of 
penicillin on B. anthracis both in vitro and in vivo, using 
a significantly large number of animals. It was found 
in vitro that the size of inoculum had an effect. For 
example, with a concentration of 5,000,000 spores per 
ml. the inhibitory concentration of penicillin was 5 units 
per ml., and with a concentration of 100,000 spores per 
ml. the inhibitory concentration of penicillin was 0-5 unit 


per ml. Penicillin in large enough doses, if given early 
enough, prolonged and sometimes saved the lives of 
rabbits and mice experimentally infected with anthrax. 
Various treatments were given, and it was found that 
penicillin was more effective against vegetative than 
against spore infections. For treatment to be successful 
very high doses had to be given early in the infection, 
The difficulty in combating the infection appeared to be 
mainly due to the fact that penicillinase was produced 
by B. anthracis, and this, of course, inactivated the 
penicillin. Other factors of not much less importance 
were the persistence of spores in the tissues and their 
germination after the penicillin level in the blood had 
fallen, and the poor natural resistance of experimental 
animals (rabbits and mice) to anthrax infection. By 
contrast, in the human subject the host displays a con- 
siderable degree of natural resistance to the infection. 
In such cases penicillin may prevent the septicaemia 
which is so often the prelude to death, while the natural 
defences deal with the local lesions. R. Wien 


790. The Relation of Protein Binding to the Pharmacology 


and Antibacterial Activity of Penicillins X, G, Dihydro F, | 


and K 

R. TompsetT, S. SCHULTz, and W. McDermott. Journal 
of Bacteriology [J. Bact.| 53, 581-595, May, 1947. 4 
figs., 18 refs. 


The concentrations of penicillins X, G, dihydro-F 
and K required to prevent growth of Streptococcus 
pyogenes in 2% blood-broth were compared with the 
concentrations required when infusion broth containing 
10, 20, and 30% human pooled serum was the medium 
employed. It was found that: (1) with each of the 
four penicillins there was a progressive decrease in the 
sensitivity of the organism as increasing amounts of 
serum were added to the medium; and (2) whereas the 
changes produced by the addition of serum were of the 
same degree for penicillins X, G, and dihydro-F, the 
effect of serum on the action of penicillin K was much 
more marked. Thus, compared with the blood-broth 
cultures, the average efficiency of penicillins X, G, and 
dihydro-F in 30% serum was 36, 41, and 43% respectively, 
while the average efficiency of penicillin K in 30% serum 
was only 7%. Of the various factors which might 
influence these results—namely: (1) enhancement or 
inhibition of growth of the organism by the serum; 
(2) destruction of penicillin by the serum during the 
incubation necessary for the bio-assay; and (3) inactiva- 
tion of the penicillin by binding to some constituent of 
the serum—it appeared that the third was the significant 
one. 

This protein-binding effect was investigated by dialysis 


experiments in which a cellophane bag containing 5 ml. - 


of pooled human serum or protein solution was suspended 
in 20 to 100 ml. of phosphate buffer (pH 7-38) containing 
2 to 5 units per ml. of the penicillin under test. There 
was a significant degree of binding of all the penicillins 
to some constituent of serum; and it was found that, 
while X was bound the least (47%), G and dihydro-F 
were bound to a higher degree—58 and 63% respectively 
—and the degree of binding of K was 91%. Similar 
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experiments carried out with 5% bovine albumin showed 
binding of the same order of magnitude for the respective 
penicillins. In addition penicillins G and K were 
dialysed against fractions I, II, III, 1V-I,1V-1, 1, 1V-4, and 
Vof human plasma. The only fraction which was found 
to bind G and K was V, and this in a degree closely 
approximating the degree of binding of these penicillins 
to bovine albumin and human serum. In other words, 
among these four penicillins the degrees of reduction in 
antibacterial activity caused by serum and albumin 
were roughly in direct proportion to the degrees of 
binding to these substances as demonstrated by dialysis. 
“The most satisfactory rationalization of these data is 
that the individual penicillins bind in vitro to a varying 
degree to the albumin content of serum, and that the 
resulting penicillin—albumin complex has little or no 
antibacterial activity.” 

In their discussion the authors consider other possible 
explanations of their findings; examine evidence which 
suggests that binding of penicillin to protein occurs also 
in vivo; and point out the important bearing which their 
finding that penicillin sensitivity is different in different 
concentrations of serum may have on the usual methods 
of assay of penicillin in serum. T. D. M. Martin 


791. A Study of the Absorption and Excretion of Oral 
Penicillin in Children 

M. Markowitz and A. C. Kutrner. Journal of Pedia- 
trics [J. Pediat.) 31, 195-202, Aug., 1947. 2 figs., 
20 refs. 


It has been shown that gastric acidity is probably not 
a major factor in the destruction of orally administered 
penicillin and that the presence of food in the stomach 
influences penicillin absorption. The authors report 
their study on the absorption and excretion of oral 
penicillin as part of an investigation to determine its 
value as a measure for the prevention of streptococcal 
upper respiratory infections in rheumatic subjects. 

Penicillin buffered with calcium carbonate was given 
by mouth over a 12-month period to 70 children, ranging 
from 6 to 14 years of age, with quiescent rheumatism. 
A total daily dose of 100,000 units was given in two equal 
parts. Blood samples were taken 20 to 60 minutes after 
ingestion and estimations of penicillin in urine were made. 
Three groups of children were studied; the first group 
received 50,000 units 1 hour before breakfast, the second 
50,000 units immediately before breakfast, and the third 
group the same dose immediately after breakfast. 
Fluctuation of blood concentrations was found in in- 
dividuals from day to day, and there was a significant 
decrease in blood concentration with increasing weight. 
Maximum absorption as reflected by the height of 
serum concentration and by urine excretion was found to 
occur when penicillin was given in the fasting state— 
that is, 1 hour before breakfast. The presence of food 
in the stomach appeared to delay passage to the duo- 
denum, where maximum penicillin absorption takes 
place. The authors therefore suggest that oral admini- 
stration of penicillin is a satisfactory procedure in children 
provided the drug is given under fasting conditions. 

A. G. Watkins 


792. Mechanism of Penicillin Action on the Basis of 
Optical and Electron-microscopical Investigations. (Uber 
den Wirkungsmechanismus des Penicillins auf Grund 
lichtoptischer und elektronenstrah!-mikroskopischer 
Untersuchungen) 

W. Horzer. Wiener Zeitschrift fiir Innere Medizin 
[Wien. Z. inn. Med.| 28, 333-352, Aug., 1947. 8 figs., 
Bibliography. 


The mode of action of penicillin on Streptococcus 
haemolyticus has been studied with an electron micro- 
scope magnifying 14,000 times. Penicillin acted on 
streptococci by the production of numerous diplococcal 
and tetrad forms immediately before division of the 
bacteria. Normal forms and cell divisions occurred 
when these bacteria were inoculated into a penicillin-free 
medium. 

Penicillin probably acts primarily as a growth sub- 
stance (it can act catalytically as a surface-active agent in 
cell divisions and can promote growth), and secondly 
inhibits growth immediately before division of the cell. 
This inhibitory effect may be explained by the following 
considerations. Penicillin is a surface-active substance 
with a potential charge, the sensitivity and permeability 
of the cells to its action depending on their size and age. 
Hydration and saturation of the cell wall take place by 


a process of adsorption of molecules, with the removal | 


of surface-tension action ahd stimulation of growth, 
and then subsequently the metabolism of the cell is 
deranged, leading to its destruction as a result of 
orientation of the molecules. R. Wien 


See also the following sections: Paediatrics, Abstract 
875; Respiratory System, Abstracts 951, 952; and 
Venereal Diseases, Abstracts 996-1000. 


OTHER ANTIBIOTICS 


793. Mode of Action of Streptomycin on Bacillus 
anthracis in vitro. (Mode d’action de la streptomycin 
sur le Bacillus anthracis in vitro) 

C. Levapitt and J. Henry. Comptes Rendus des 
Séances de la Sociéte de Biologie [C.R. Soc. Biol., Paris] 
141, 583-584, June, 1947. 1 fig., 2 refs. 


Streptomycin is an active antibiotic against Bacillus 
anthracis. Addition of streptomycin to the medium 
in which B. anthracis is grown prevents growth for a 
period of 1 to 6 hours, depending on the concentration of 
streptomycin. After this, marked polymorphism of the 
organisms develops, followed in 4 to 19 hours by 
irregularity in silver staining by the Fontana-Tribondeau 
method, and finally by complete anargyrophilia. If the 
concentration of streptomycin is greater than 0-5 pg. 
per ml. the culture will be completely sterilized; below 
this level regrowth may occur. C. L. Oakley 


794. A Method for Extracting and Purifying Strepto- 
mycin Suitable for Large-scale Production 

T. J. WooptHorPre and D. M. IRELAND. Journal of 
General Microbiology [J. gen. Microbiol.] 1, 344-352, 
Sept., 1947. 2 figs., 4 refs. 


240 PHARMACOLOGY AND THERAPEUTICS 


795. Polymyxin: A New Chemotherapeutic Agent 

P. G. STaANns_y, R. G. SHEPHERD, and H. J. Wuite. 
Bulletin of the Johns Hopkins Hospital (Bull. Johns Hopk. 
Hosp.) 81, 43-54, July, 1947. 4 refs. 


This antibiotic, specific for Gram-negative bacteria, is 
produced in shallow or deep culture by the soil organism, 
Bacillus polymyxa. Its activity is assayed by a filter- 
paper disk agar method, the unit of activity being that 
amount per ml. which just inhibits growth of the test 
organism, Bacterium coli (MacLeod strain). With 
solutions in 0-05 M glycine buffer at pH 2-0, the sensitivity 
of the assay is increased, the error being about +15% 
for a 95% probability. Yield from deep culture fluid 
is 200 units per ml., but after absorption on charcoal 
and elution with acidified methanol (30 to 50% recovery) 
a white powder with activity 1,200 units per ml. is obtained 
by precipitation with acetone. The hydrochloride pre- 
pared from this has a potency of about 1,800 units per 
ml. The solid is soluble in water and methanol but less 
soluble in higher alcohols and insoluble in ether and 
acetone. Relatively heat-stable, it is destroyed within 
36 hours by strong acid and alkali. Incubation with the 
usual peptidases does not affect its potency. The hydro- 
chloride is laevo-rotatory in solution but has no character- 
istic absorption in the 240 to 400 mp region. Addition 
of sodium bisulphite to a formaldehyde-treated solution 
of polymyxin yields a colourless solution, from which a 
white powder is obtained by vacuum freeze drying. No 
loss of activity is suffered, and injection of a 15% solution 
of this powder provoked no local irritation such as that 
caused by a 0-75% solution of the hydrochloride. 

Fifty-six out of 64 strains of Gram-negative bacteria 
were found in vitro to be sensitive to concentrations of 
0-5 to 16 wg. polymyxin hydrochloride per ml. Sus- 
ceptible bacteria include Brucella abortus, Salmonella 
typhi, Bacterium coli, and Haemophilus influenzae. 
Thirty-four strains of Gram-positive bacteria were 
resistant to 64 pg. polymyxin hydrochloride per ml. 
No organisms resistant to polymyxin have been obtained 
from large populations of sensitive strains. 

Polymyxin hydrochloride was shown to be effective 
in the treatment of mice infected with Klebsiella pneu- 
moniae or Pasteurella multocida, the median survival 
doses being respectively 0-4 and 1 mg., polymyxin 
hydrochloride per kilo subcutaneously. To be effective 
orally, 64 times the parenteral dose is required. Toxicity 
appears to be low in mice and rats. Derek R. Wood 


796. Production of Antibiotics by Fusaria 

A. H. Cook, S. F. Cox, T. H. FARMer, and M. S. Lacey. 
Nature (Nature, Lond.] 160, 31-32, July 5, 1947. 1 fig., 
3 refs. 


Cook and his collaborators (Brit. J. exp. Path., 1945, 
26, 404; Nature, 1946, 157, 333) have previously described 
the production of an antibiotic pigment, javanicin, by 
Fusarium javanicum and other fusaria. A study of 22 
Fusarium strains shows that they can be placed in four 
groups, according to their antibacterial activity: Group I, 
equally active against Mycobacterium phlei and Staphy- 
lococcus aureus (F. javanicum, F. 6 and F. 641). Group 


II, more active against Myco. phlei than against Stq, 
aureus (F. lateritium, F. avenaceum, F. sambucinum, 
F. diarithii, F. fructigenum, F. 63 and F. 75). Group Ii, 
active against Myco. phlei; inactive against Sta. aureus 
(F. culmorum, F. 72, F. 91, and F. 104). Group IV, 
inactive against Myco. phlei and Sta. aureus (F. oxy. 
sporum cubense, F. culmorum (second strain), F. coeruleum, 
F. 8, F. 10, F. 12, F. 73, and F. 88). 

The antibiotics produced by F. /ateritium, F. avenaceum, 
F. fructigenum, F. sambucinum, and F. 75 have been 
isolated in pure crystalline state. Named according to 
the species from which they are derived, they are termed 
lateritiin-I, C,gH,gO,N2, melting-point 121-2°C,; 
lateritiin-II, m.p. 125°C.; avenacein, 
m.p. 139° C. 4 fructigenin 
m.p. 129° C.; sambucinin, C.,H,2O,Ne, m.p. 85-6° C, 
The compounds differ in their “‘ antibacterial spectra ”, 
All the compounds are colourless, optically active, 
neutral, and sparingly soluble in water; they are stable 
to mineral acids and to heat but very unstable to alkali; 
all antibacterial activity is lost at pH 10-0-11-0, at room 
temperature after 18 hours. Tests with lateritiin-I 
against three strains of Myco. tuberculosis showed 
inhibition in dilutions of 1 in 160,000 and 1 in 164,000, 
The Fusarium antibotics are best produced when the 
mould is in a metabolically degenerate condition. 

G. M. Findlay 


797. The Production of Tyrothricin by Submerged 
Culture of Bacillus brevis in Synthetic Media 

J. C. Apptesy, E. KNowces, R. C. A. MCALLISTER, 
J. PEARSON, and T. Wuite. Journal of General Microbio- 
logy [J. gen. Microbiol.] 1, 145-157, June, 1947. 9 figs., 
8 refs. 


Tyrothricin was prepared in aerated submerged culture 
from Bacillus brevis in a synthetic medium containing 
ammonium succinate as the sole source of nitrogen. 
Ammonium succinate was apparently specific for 
tyrothricin production, since, although urea could be 
used as an alternative source of nitrogen, it was less 
satisfactory and it could not be replaced by ammonium 
salts of a number of other organic acids. In a synthetic 
medium containing glutamic acid yields of tyrothricin 
of 0-3 to 0-4 g. per litre were obtained in pilot-plant scale 
production carried out in a glass-lined fermentation vessel. 
The yield of the antibiotic was very much increased, up 
to 0-88 g. per litre, by the addition of a complex of 
B vitamins, and especially by the presence of biotin. 

R. Wien 


798. A Preliminary Study of the Formation, Assay and 
Stability of Tyrothricin 

J. C. APPLEBY, E. KNOWLES, J. PEARSON, and T. WHITE. 
Journal of General Microbiology [J. gen. Microbiol. 1, 
137-144, June, 1947. 23 refs. 


Dubos first showed in 1939 that culture fluids of an 
aerobic spore-forming bacillus—Bacillus brevis—pos- 
sessed antibacterial properties; subsequently tyrothricin 
was shown to consist of two components—gramicidin and 
tyrocidin. 
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The authors prepared tyrothricin from B. brevis by 
surface culture; the addition of yeast extract to the 
medium enabled high yields to be obtained. The 
organism was the Dubos B.G. strain of B. brevis obtained 
from the U.S.A. With one of the strains yields of 0-8 g. 
per litre were obtained in 72 hours. Contrary to pre- 
viously held views, B. brevis ferments carbohydrates 
with the production of acid, and this formed the basis 
for the method of assay. The test organism was a 
member of the Streptococcus lactis group which was 
markedly inhibited by tyrothricin. The medium for 
assay was papain digest of ox heart with 1% glucose, and 
bromcresol-purple was used as indicator at pH 7-0. The 
end-point was taken as the first tube in which the purple 
colour remained after incubation at 37° C. for 4 hours. 
Stock cultures of the test organism were kept on chalk- 
litmus milk at 4°C. and subcultured at fortnightly 
intervals. By the technique described inhibition of acid 
production was usually caused by 7 pg. tyrothricin per 
tube. Although tyrothricin prepared from _ surface 
culture showed an apparent loss of activity on heating or 
standing, this was not true for tyrothricin prepared from 
submerged culture. Such preparations showed no 
detectable loss of antibacterial activity for 6 months if 
maintained at 4° C. R. Wien 


‘799. Synthesis of the Antibiotic, Penicillic Acid 


R. A. RAPHAEL. Nature [Nature, Lond.] 160, 261-262, 
Aug. 23, 1947. 4 refs. 


Penicillic acid, first isolated by Alsberg and Black 
and later by Birkinshaw, Oxford, and Raistrick from 
Penicillium cyclopium Westling, has now been synthesized 
from the lactone (I) as follows: 


CH; OMe CH, OH OMe 


| > | 
CHC = C—C=CH  CH,— =CH 
O——_CO 
(1) (Il) 


Treatment of the lactone with N-bromosuccinimide 
gives the bromolactone, which on warming with aqueous 
trimethylamine yields the quaternary bromide. On 
boiling an aqueous solution of this with excess magnesium 
oxide, trimethylamine is evolved and penicillic acid is 
produced directly (II). The yields in these stages are 
substantially quantitative. The melting-point of the 
synthetic acid is 86° to 87° C., and is not depressed by 
admixture with the mould metabolic product. The 
natural and synthetic acids exhibit identical light- 
absorption properties in the ultraviolet range. 

R. Wien 


800. ‘* Aerosporin’’: an Antibiotic Produced by 
Bacillus aerosporus Greer 

G. C. AinswortH, A. M. Brown, and G. BROWNLEE. 
Nature (Nature, Lond.] 160, 263, Aug. 23, 1947. 2 refs. 


An antibiotic for which the name “ aerosporin”’ is 
proposed has been isolated from a Gram-positive spore- 


forming rod, identical with that isolated by Greer from — 


M—R 


Chicago tap water and called Bacillus aerosporus. The 
organism has been isolated from the soil of a market 
garden in Surrey and from a Yorkshire soil. It was 
grown in shallow layers at 28° C. on half-strength broth 
to which sucrose or glucose and a trace of manganese 
were added. Aerosporin is a base and can be extracted 
by methods similar to those used for streptomycin. It 
shows selective action against Gram-negative organisms, 
particularly Bacterium coli, Haemophilus pertussis, and 
Salmonella typhi, as well as against Brucella bronchi- 
septica. The antibiotic is stated to be bactericidal in 
action, and weight for weight to have the same order of 
activity against Gram-negative organisms as penicillin 
has against Gram-positive organisms. It is of interest 
that resistant strains could not be obtained by cultural 
methods. R. Wien 


801. Mechanism of the Antibiotic Action of Certain 
Quinones 

O. HoFFMAN-OSTENHOF. Science [Science] 105, 549- 
550, May 23, 1947. 22 refs. 


Although the mode of action of many antibiotics 
depends on their ability to interfere with the sulphydryl 
group of enzymes cencerned in bacterial metabolism, 
this explanation is not wholly satisfactory for quinones, 
since it does not explain the action of derivatives like - 
2-methyl-3-methoxy-1,4-naphthoquinone and trimethoxy- 
toluquinone. The former compound has no free posi- 
tion in the quinone moiety of the molecule and no 
possibility of addition exists in the latter compound. 

The quinones are very reactive substances and their 
mode of action is probably a complex one. This is 
supported by the fact that some of the quinones with 
greatest antibacterial activity against staphylococci have 
very little effect on Bacterium coli or on some species of 
yeasts; others with little activity against staphylococci 
have comparatively greater effect on the other organisms. 
In experiments with Planaria gonocephala the results 
suggested that the effect of high concentrations of the 
quinones is predominantly due to a tanning property, 
while in low concentrations they inhibit probably some 
of the oxidative-reduction enzyme systems. R. Wien 


802. A Streptomycin Sensitivity Test 

A. G. MATHEWS and M. L. SHELTON. Medical Journal 
of Australia [Med. J. Aust.] 2, 387-390, Sept. 27, 1947. 
21 refs. 


The authors have investigated conditions, such as the 
suitability of the medium, effect of pH, and size of 
inoculum, affecting the estimation of the sensitiveness of 
bacteria to streptomycin, and have evolved a method 
giving reproducible results. 

The method is a comparative one in which the minimal 
effective concentration of streptomycin inhibiting the 
growth of a standard strain of Staphylococcus aureus is 
compared with the concentration inhibiting the growth 
of the test organism. The basal medium, containing 
tryptone, meat extract, and phosphates enriched with 
10 to 20% of horse serum if necessary, is inoculated with 
a 16- to 24-hour culture of the bacterium and the density 
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is adjusted to a final inoculum of 50,000 organisms per 
ml. A solution of streptomycin in phosphate-buffer 
solutions at pH 6:0 is diluted in phosphate-buffer solution 
at pH 7:9 so as to contain double the concentration 
required in the test, and then 1 ml. of each dilution of 
streptomycin is mixed with 1 ml. of inoculated medium 
in uniform test tubes. After incubation for 24 hours 
the tubes are read for visible growth and the least 
concentration inhibiting growth is noted. R. Wien 


803. Action of Antagonistic Complexes on Vaccinia 
Virus. (De Il’action des complexes antagonistes sur le 
virus de la vaccine) 

G. Ramon and R. RicHou. Comptes Rendus des 
Séances de l’Académie des Sciences [C.R. Acad. Sci., 
Paris) 225, 344-346, Aug. 18, 1947. 1 ref. 


By incubating filtrates of cultures of Penicillium 
notatum, Actinomyces griseus, and Bacillus subtilis with 
diluted suspensions of vaccinia virus for periods of 6 
to 24 hours at 37° C. it is possible to show that B. subtilis 
produces an inactivating substance while the other two 
organisms give rise to a much less active inhibitor. The 
virus inhibitor is not identical with the antibiotic or 
antidotic fraction of the filtrate. G. M. Findlay 


SULPHONAMIDES 


804. 2-p-Aminobenzenesulphonamido-4: 6-Dimethoxy- 
pyrimidine: Experimental Evaluation 

J. C. Gace, A. R. Martin, F. L. Rose, A. Spinks, and 
G. A. P. Tuey. British Journal of Pharmacology and 
Chemotherapy (Brit. J. Pharmacol.] 2, 149-162, Sept., 
1947. 7 figs., 11 refs. 


In the search for new sulphonamides the authors 
devoted their attention to the question of reduced toxicity 
and persistence in the blood, since it was thought un- 
likely that intrinsically more active compounds than the 
sulphapyrimidine group could be discovered. 

The most active compound examined in this series was 
sulphadimethoxypyrimidine. The compound is stated to 
be relatively non-toxic to mice and rats; acute toxicity 
figures of the soluble sodium salt show it to be slightly 
more toxic than “ sulphamezathine ’’, while in chronic 
toxicity tests large doses in rats gave rise to severe 
central necrosis of the liver lobules, sometimes affecting 
the whole lobule. Absorption studies indicated that the 
new drug was absorbed rather more slowly than sulpha- 
diazine, “‘ sulphamerazine”’, or sulphamezathine, but 
it persisted in the blood stream for a much longer time. 
In 2 rabbits 77 to 81% of the dose administered could be 
recovered in the urine after 5 days; of this, a comparatively 
high amount, 47 to 70%, was in the conjugated form. 
Antibacterial tests for therapeutic activity in mice 
infected with Streptococcus pyogenes, Streptococcus 
pneumoniae Type I, and Staphylococcus aureus showed 
that the compound was as effective as, or more 
effective than, other sulphapyrimidine derivatives, 
probably because of its persistence in the blood. It was 
also found that the acetyl derivative (the conjugated 
form excreted in the urine) is fairly active therapeutically 


against these infections in mice, being more active than 
the acetyl derivatives of other heterocyclic sulphonamides 
commonly employed in clinical practice. R. Wien 


805. 2-p-Aminobenzenesulphonamido-4: 6-Dimethoxy. 
pyrimidine Absorption and Excretion in Man 

H. G. L. BEVAN and R. W. Luxton. British Journal of 
Pharmacology and Chemotherapy (Brit. J. Pharmacol.] 2, 
163-168, Sept., 1947. 4 figs., 9 refs. 


Confirmation was obtained in human subjects (80 
patients mostly suffering from pneumonia) that sulpha- 
dimethoxpyrimidine persisted in the blood stream for a 
longer time than other commonly employed sulphon- 
amides. The blood concentration reached a slightly 
lower maximum than that obtained with “ sulphameza- 
thine ’’, but this maximum occurred later and persisted 
longer. The blood concentrations attained were higher 
in healthy than in febrile patients, and were maintained 


longer. The amount of the drug recovered from the 


urine was comparatively low, about 33% (only 7% being 
conjugated), compared with 86% of sulphamezathine and 
68% of sulphadiazine. 
Sulphadimethoxypyrimidine was found to have some 
therapeutic value when given to 41 patients with pneu- 
mococcal lobar pneumonia in a dosage sufficient to 
maintain adequate blood levels, but was less effective 
than other sulphonamides. R. Wien 


TOXICOLOGY 


806. Psychotic Reactions to the Ingestion of Large 
Doses of Quinacrine in Normal Subjects 

S. W. HoosLer. American Journal of Tropical Medicine 
[Amer. J. trop. Med.| 27, 477-481, July, 1947. 4 refs. 


Thirty-one Service personnel were given the following 
course of quinacrine (mepacrine) hydrochloride: 0:1 g. 
daily for 1 to 2 weeks, 0-1 g. twice daily for 1 week, and 
then 0-4 g. three times the next day, 0-3 g. three times the 
following day, and 0-1 g. thrice daily for 4 days. The 
subjects were healthy individuals not suffering from 
malaria, and it was found that 24 of them developed 
toxic symptoms of the central nervous system varying 
from mild insomnia and depression to severe psychotic 
reactions. R. Wien 


807. Syndromes of Kerosene Poisoning in Children 

M. M. STEINER. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 74, 32-44, July, 1947. 
3 figs., 11 refs. 


Thirty-five cases of kerosene poisoning in children are 
described. The patients came from two different 
geographical areas and obtained the kerosene from 
different sources. Three types of clinical picture are 
recognized, though they are not sharply divided from 
one another. The first and largest group, comprising 
26 patients, suffered from acute toxaemia with vomiting, 
drowsiness, cough, and frequently cyanosis, but few lung 
changes. Recovery was rapid and uneventful. In the 
second group, of 5 patients, although the initial symptoms 
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were similar to those just detailed, the patients developed 
high fever and pneumonia and recovery was delayed. 
In the third group, consisting of 4 patients, the general 
appearance was the same as in Group 2, but the course 
of the illness was accompanied by changes in the myo- 
cardium, enlarged liver, inflammation of the kidneys, 
and blood in the stools. Various factors, such as the 
toxicity of the kerosene, which influence the severity 
of the symptoms, are discussed. The pathogenesis of 
kerosene pneumonia is reviewed at some length; it is 
concluded that pneumonia of this type may arise by 
aspiration or by absorption through the blood stream. 
This latter factor is also responsible for the changes in 
the liver, spleen, kidney, and heart which are found in 
a few cases. As regards treatment, gastric lavage, 
nikethamide, penicillin, and hypertonic solutions are all 
discussed. Patrick Mallam 


808. Relative Oral Toxicity of Some Therapeutic Iron 
Preparations 

G. F. Somers. British Medical Journal (Brit. med. J.] 2, 
201-203, Aug. 9, 1947. 8 refs. 


In view of recent reports of fatalities among 
children who had eaten large numbers of tablets con- 
taining ferrous sulphate with small supplements of copper 
and manganese (Forbes, Brit. med. J., 1947, 1, 367; 
Thomson, J., ibid., 1947, 1, 640), the oral toxicities of a 
number of iron compounds were determined in labora- 
tory animals. 


Median Lethal Toxic Doses of Iron Compounds by the 
Oral Route 


Dose per kg. of Body Weight 


Compound Rabbits | Guinea-pigs Mice 
Cal. Cal. Cal. 
Actual on Actual an Actual on 


g. g. g. g. g. 
Ferrous sulphate crystals} 3-0 | 0-6 15 | 0-3 45 | 09 
Ferrous sulphate prep. 

with copper and man- 


ganese 3-0 | 0:72 | 1:25} 0-3 41 1:0 
Ferrous gluconate .. 3-5 | 0-58 | 21 0-35 66 1-1 
Ferrous carbonate pills | 17-8 | 2:22 | 160 | 2:0 31:0 | 3-8 
Ferric chloride “es 1:2 | 0-4 06 | 0-2 1-5 | 0-5 
Ferric and ammonium 

citrate 2:8 | 0-56 | 1-75 | 0-35 50, 10 


The results given in the table show that the toxicity 
of ferrous sulphate is not increased by traces of copper 
and manganese, and that when calculated in terms of 
the iron content, ferrous sulphate, ferrous gluconate, 
and ferric ammonium citrate are equal in toxicity. The 
somewhat higher toxicity of ferric chloride is ascribed 
to its greater acidity, which may facilitate absorption of 
iron. It is suggested that the low toxicity of Blaud’s 
pill may be due to the low solubility of ferrous carbonate 
and also to the rapid passage through the gut resulting 
from the purgative action of sodium sulphate, which is 
also present in the pill. 

The stomachs of rabbits which received lethal doses of 
iron compounds showed congested areas with shedding 
of the mucosa; there was also hyperaemia of the upper 


part of the small intestine. Haemorrhage occurred only 
after very large doses. Histological examination showed 
superficial necrosis of the gastric mucous membrane, 
with deposits of iron. In rabbits which were killed 
3 days after receiving sublethal doses the livers showed 
iron deposits in the bile ducts and Kupffer cells, small 
areas of fatty degeneration, and necrosis of the peripheral 
parts of the lobules. There was no evidence of kidney 
damage, and the urine was free from abnormal consti- 
tuents. In guinea-pigs the necrotic action on the gastric 
mucosa was more severe, and post-mortem appearances 
resembled those described by Forbes. The histological 
changes were not considered to be severe enough to 
account for the death of the animals, and the toxic 
action of iron remains unexplained by these experiments. 
The similarity of effects produced by all the drugs 
examined supports the view that ferric compounds are 
reduced before absorption and that ferrous iron is 
responsible for the toxic effects. The degree of ioniza- 
tion of the drug administered has no effect on toxicity. 
The conclusions drawn [which are the same as those of 
Forbes and Thomson] are that iron compounds are safe 
in therapeutic doses but are dangerous when ingested 
in very large quantities. 

[It is stated that the errors of estimation of the toxicity 
figures in the table are ‘‘ of the order usually found in 
tests of this kind’’, and that the figure for ferric am- 
monium citrate is “‘ subject to a very large error’’. It is 
a pity that more detailed figures are not given.] 

L. G. Goodwin 


809. An Epidemic of Inhalation Lead Poisoning with 
Characteristic Skeletal Changes in the Children Involved 


-G. Cooper. American Journal of Roentgenology and 


Radium Therapy {Amer. J. Roentgenol.] 58, 129-141, 
Aug., 1947. 5 figs., 21 refs. 


The deposition of lead in bone sufficient to be of diag- 
nostic importance occurs when active bone formation 
is taking place, and therefore, while not a feature of 
lead-poisoning in adults, it is the most useful criterion of 
lead-poisoning in children. Lead is absorbed very 
readily from the respiratory tract, and the author reports 
the findings in 18 children from Staunton, Virginia, 
who showed signs of lead-poisoning after inhaling the 
smoke from domestic fires. Too poor to buy ordinary 
fuel, the families were using discarded battery cases from 
a near-by dump. The wood was encrusted with lead 
salts. Earlier epidemics of a similar nature have been 
reported from other States. 

The earlier symptoms of lead-poisoning in children 
include loss of appetite, vomiting, and abdominal cramps. 
Peripheral neuritis and palsy are less common in children 
than in adults. Anaemia is common. A dangerous 
development in children is meningo-encephalitis, marked 
by headaches, irritability, and possibly convulsions. 
Sequelae may include optic atrophy. Basophilic stip- 
pling is not constant, neither is the blue line in the gums. 
Black deposits near the necks of the incisor teeth are, 
however, common. Radiographs of the long bones 
afford the quickest and most sensitive’ index of lead- 
poisoning in children. 
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A zone of homogeneous density is seen in the most 
actively growing part of the bone—the metaphysis. 
This varies in depth up to 5 mm. Analysis shows this 
region to be four times richer in lead than the rest of 
the cortical bone. The appearance is simulated by 
phosphorus and bismuth poisoning, vitamin-A deficiency, 
congenital syphilis, and healing rickets. There may be a 
similar appearance in scurvy. The history and clinical 
features are important. Cases with meningeal involve- 
ment show evidence of raised intracranial pressure. In 
the cases reported here ages vary from 3 months to 20 
years. Only 4 of these cases had negative signs. Of the 
others, with varying degrees of radiological changes, 
11 had negative clinical histories. A. M. Rackow 


810. Herpes Zoster. A Toxic Manifestation Resulting 
from the Therapeutic Administration of Antimony and 
Potassium Tartrate in the Treatment of Schistosomiasis 
J. RitcHKEN and F. Kantor. Clinical Proceedings 
[Clin. Proc.] 6, 125-129, June, 1947. 6 refs. 


In the intensive method of treatment of schistosomiasis, 
gr. 1 (65 mg.) of antimony tartrate per 12 Ib. (5-4 kg.) 
of body weight is given over a period of 24 hours in six 
intravenous injections. The individual doses are mixed 


in 10 ml. of 5% glucose in normal saline. In a series of . 


105 cases of schistosomiasis so treated, a typical attack 
of herpes zoster developed in 5 patients from 5 to 10 
days after treatment was completed. In a series of 
200 cases treated by the usual method with gr. 4 to 2 
(32 to 130 mg.) of antimony tartrate intravenously at 
intervals of 2 to 3 days for several weeks, 1 patient only 
developed herpes zoster. It is considered probable that 
degenerative changes in the posterior root ganglion cells 
induced by the metal allowed the herpes virus to produce 
its inflammatory changes. The virus must, therefore, 
have been harboured by the affected patients. The 
intensive course of treatment is more liable to produce 
herpes zoster, notwithstanding the smaller total dosage 
employed than in the usual routine course. 
J. L. Markson 


811. Repeated Cyanide Convulsions without Central 
Nervous Pathology 

M. D. WHEATLEY, B. Lipton, and A. A. WARD. Journal 
of Neuropathology and Experimental Neurology {J. 
Neuropath. exp. Neurol.) 6, 408-411, Oct., 1947. 6 refs. 


NaCN, administered rapidly, intravenously so as to 
produce 9 to 64 convulsions, at not more than one 
convulsion per day, induces no histologically demon- 
strable pathology of the central nervous system of 
cats.—[Authors’ conclusion.] 


812. The Relative Toxicity of Atropine and Novatrine in 
Man 

A. R. BerGer and J. BALLINGER. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 214, 156-158, 
Aug., 1947. 4 refs. 


See also Section Physiology, Abstract 759. 


INDUSTRIAL TOXICOLOGY 


813. Industrial Selenosis. A Review of the Li 
Report of Five Cases and a General Bibliography 

R. F. BUCHAN. Occupational Medicine [Occup. Med] 
3, 439-456, May, 1947. Bibliography. 


Selenium is used in a variety of industrial operations, 
and in certain combinations is capable of producing 
acute and chronic effects. Animal experiments have 
demonstrated that ingestion or inhalation of selenium 
compounds produces damage in the liver and other organs, 
Reported cases of industrial or occupational selenosis 
are not numerous, although it is to be expected that many 
have occurred. Cases of occupational dermatitis, and 
also of irritation of the upper respiratory tract and gastro- 
intestinal disturbances, have been ascribed to selenium 
poisoning. The author gives a historical review of the 
toxicological effects of selenium, with numerous references, 
Selenium may be ingested, inhaled, or absorbed through 
the skin. Excretion may be through the lungs or in the 
urine and the faeces. 

A report is given on 5 cases of selenium intoxication 
arising from an industrial hazard ; it indicates the need 
for thorough investigation in considering complaints of 
obscure causation in workers. The patients were exposed 
to less than 0-2 part per million of hydrogen selenide, 
Predominating symptoms were nausea, vomiting, metallic 
taste in the mouth, alliaceous breath odour, dizziness, and’ 
extreme lassitude and fatigue. Urinary excretion levels 
were indicative of absorption of selenium, and decreased 
after exposure ended. Present evidence does not 
indicate any satisfactory method of deselenization. 

Prevention of industrial selenosis is dependent on an 
intelligent appreciation of the inherent hazards attached 
to the use of selenium products, and on proper engineering 
and medical contro]. It is suggested that all workers 
potentially exposed be examined at intervals, after a 
preliminary replacement examination. Careful atten- 
tion should be given to complaints referable to the 
respiratory tract, the gastro-intestinal tract, and the 
central nervous system. Routine periodic examination 
of urine for evidence of absorption of selenium should 
be made. A. Thelwall Jones 


814, Experimental Selenium Poisoning. (Intossicazione 


sperimentale da selenio) 
C. A. Vesce. Folia Medica [Folia med., Napoli] 33, 
209-217, 1947. 4 figs., 17 refs. 


Reference és made to the work of Madison, of Missouri, 
who in 1856 described cases of selenium poisoning in 
man and animals occurring in that State. The author 
considers that the poison takes particular effect on the 
endocrines. It is pointed out that the discovery of 
selenium in the urine is not, in itself, evidence of poisoning. 
It may occur in workers handling such materials as lead, 
zinc, pyrites, lime, and cement. As much as 5 mg. has 
been found daily in the urine for a week without the 
appearance of toxic symptoms. Inorganic selenium 
compounds are rapidly eliminated, so that in a week 
from 80 to 90% may pass out in the urine and small 
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quantities in the faeces. Organic selenium compounds 
behave very differently and are retained much longer. 
They are found in fairly large amount in the liver, spleen, 
kidneys, pancreas, heart, and muscles. Smaller con- 
centrations are found in the nervous system and the 
bones. Selenium may be excreted for 6 months after a 
period of exposure. 

The author gave guinea-pigs sodium selenide by the 
mouth, 5 mg. daily for 20 days and then 12-5 mg. daily 
Those which survived were killed 40 days 
later. At necropsy the changes in the ovaries and 
suprarenals were marked. The suprarenal cortex was 
particularly affected, but in the medulla also degenerative 
changes were seen, which sometimes took the form of 
large haemorrhagic areas. The process of ovulation 
was disturbed. The pars anterior of the pituitary was 
found to contain scattered oedematous or haemorrhagic 
areas. The thyroid was shrunken but otherwise little 
altered. In the pancreas changes of hypertrophic type 
were seen, and it appeared that the islets had been exposed 
to constant stimulation. The changes described were 
noted in all the animals examined. The author suggests 
that the changes in the pituitary explain mafiy of the 
findings in other organs by reason of the widespread 
endocrine disturbance caused. He emphasizes that a 
high urinary output may not indicate safety, since the 
organic compounds are more harmful, and are excreted 
much more slowly, than the inorganic ones. 

G. C. Pether 


815. Manganese Dioxide as an Antidote to Mercury. 
(Isyoxucb MapraHua KaK 6opb6nI co 
pTyTbw) 

E. A. PeREGUD. caHutapua [Gigiena] No. 
5, 19-22, 1947. 


Many attempts have been made by different means to 
fix the fumes of mercury, but until recently no satisfactory 
agents have been described. In 1933 Alexeef proposed 
the use of active manganese dioxide as this. quickly 
forms an amalgam with mercury. It is suggested that 
the active dioxide could be employed in order to protect 
the respiratory organs and to free contaminated spaces 
of fumes. In a suitable base it could be utilized to fill 
cracks through which mercury might escape. It was 
also found that non-activated manganese dioxide in 
various strengths of hydrochloric acid might be used 
with advantage. It forms an oxidized film on the 
surface of the mercury and as a result there is a rapid 
loss of surface tension. Hydrochloric acid in suitable 
amount and concentration assists this reaction. 

G. C. Pether 


816. The Toxicity of 2-Nitropropane ‘ 
J. B. SkinNER. Industrial Medicine [Industr. Med.] 16, 
441-443, Sept., 1947. 11 refs. 


The author quotes Machle, Scott, and Treon, who in 
1940 showed that nitroparaffins are toxic and that 
Precautions are necessary in handling them. Their 
experiments were carried out on nitromethane and nitro- 
ethane, but they also showed that the toxicity of nitro- 


paraffins increased with the size of the molecule. During 
the war an opportunity arose to observe workers engaged 
in using 2-nitropropane. In one plant where only 2 


workers were exposed for about a quarter of their 


working week to concentrations of 10 to 30 parts per 
million there were no adverse effects. In a second plant, 
however, where ventilation was poorer, 5 or 6 workers 
who were exposed daily to concentrations of 20 to 45 
parts per million, had severe headache, progressing to 
anorexia, nausea, vomiting, and diarrhoea. All the 
workers were completely symptom-free on Sundays and 
when on holiday. The author suggests, therefore, that 
until more is known about the toxicity of 2-nitropropane 
25 parts per million should be regarded as the maximum 
allowable concentration. A. Lloyd Potter 


INSECTICIDES AND REPELLENTS 


817. DDT and Aédes aegypti Control in British 
Guiana 

P. F. pe Carres. - Puerto Rico Journal of Public Health 
and Tropical Medicine [P. Rico J. publ. Hlth] 22, 405-415, 
June, 1947. 5 figs., 1 ref. 


Two adjoining villages were chosen for the experi- 
ment. The population of 3,293 live in 1,020 houses, 
which vary from typical two-storey city buildings to 
small rural cottages. The experimental area was divided 
into four parts: “(1) 79 houses were sprayed with a 
solution (5%) made up of 4 lb. (227 g.) of DDT per 
gallon (4-5 litres) of kerosene; (2) 228 houses were 
sprayed with a solution (24%) made up of } Ib. (113 g.) 
of DDT per gallon of kerosene; (3) 713 houses were 
subdivided into three zones and placed under routine 
anti-Aédes control measures on a 7-day cycle, later 
lengthened to 14 days as the indices fell; and (4) a con- 
trol area, where no anti-mosquito measures were under- 
taken”. A5%solution of DDT in commercial kerosene 
(non-deodorized) eradicated Aédes aegypti 13 weeks after 
the spraying, and was still effective 10 months later; the 
cost was $1-24 (approximately five shillings) per house. 
A 24% solution of DDT and routine Aédes control 
measures were less efficient and more expensive, the 
results of these two methods being roughly parallel. 
DDT spraying proved less effective than routine measures 
in controlling Culex quinquefasciatus. R. M. Gordon 


818. DDT in Oil as a Mosquito Larvicide 

H. A. JoHNSON and W. L. GoopMaN. Public Health 
Reports [Publ. Hith Rep., Wash.] 62, 1191-1198, Aug. 15, 
1947. 5 refs. 


This paper records observations on the control of the 
larvae of Anopheles quadrimaculatus by means of a mist 
consisting of a mixture of kerosene and DDT. The mist 
was discharged from a hand-pressure spray fitted with a 
No. 8001 atomizing nozzle, and the authors state that 
when it was applied, by a man proceeding at a comfortable 
walking pace, at a rate of 3 gallons (6-8 litres) of kerosene 
and 75 g. of DDT per acre (4,047 m.%), it destroyed 95 to 
100% of the anopheline larvae, up to a distance of 40 ft. 
(12:2 m.) from the line of liberation. These results 
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were based on sample dips taken in the areas under 
observation, and no evidence of poisoning was observed 
amongst the fish (gambusia, perch, and catfish), which 
were present in large numbers in the sprayed water. 
The authors believe that the use of the method described 
by them would reduce the cost of larviciding programmes 
and overcome certain labour difficulties, since it offers 
more attractive employment to a higher and more 
efficient type of worker. R. M. Gordon 


819. Mortality of Aédes aegypti Feeding on Rabbits 
Receiving Oral ‘‘ Gammexane ”’ 

P. C. C. GARNHAM. Nature [Nature, Lond.| 160, 156- 
157, Aug. 2, 1947. 2 refs. 


Lindquist et al. (J. econ. Ent., 1944, 37) showed that a 
high proportion of bed-bugs died as a result of feeding 
on a rabbit previously dosed with DDT. De Meillon 
(Nature, Lond., 1946, 158, 839) noted similar effects in 
the case of bed-bugs following the administration of 


* “ gammexane ” to the host, and that Aédes aegypti was 


also killed. The author has continued and amplified 
De Meillon’s experiments, in so far as mosquitoes are 
concerned, in order to decide the normal lethal dose of 
gammexane in similar circumstances and the period 
during which the effect lasts. The results are set out in 
two tables, which show that the minimum dose of gam- 
mexane which it is necessary to administer to the rabbit in 
order to render its blood insecticidal lies between 25 and 
30 mg. per kilo of rabbit weight. This dosage is 
apparently the lowest tolerated, since 40 mg. proved 
lethal to a proportion of the rabbits. It would appear 
that the concentration of gammexane in the blood rises 
for some 24 hours after its administration, when dissolved 
in alcohol and given by mouth, and that its persistence 
varies according to the amount administered. The 
maximum period of persistence, for a complete kill, was 
4 days after a dose of 40 mg.; with lesser amounts its 
effects lasted only 2 days. An interesting observation 
arising from these experiments was that Aédes aegypti 
still shows a reluctance to feed on animals treated with 
gammexane, and when it does feed it takes up an average 
of 2:5 mg. of insecticidal blood; whereas when fed on 
untreated animals it takes up an average of about 4 mg. 
R. M. Gordon 


BLOOD TRANSFUSION 


820. Use of Rh-negative Mother’s Blood in Transfusions 
in Newborn Babies 

T. Hinton. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 17, 298-301, April, 1947. 2 refs. 


The author deals critically with a report by Mayes 
(J. Pediat., 1946, 28, 69), who claimed that administration 
of blood by way of the umbilical cord at birth from an 
Rh-negative mother to her Rh-positive baby was helpful 
in cases of erythroblastosis. The 78 cord transfusions 
reported by Mayes are discussed statistically. Three out 
of.78 babies who were delivered from Rh-negative 
mothers and transfused with their mother’s blood at 
birth developed erythroblastosis. Mayes considered this 


figure to be low, and concluded that “* the mothers’ blood 
seemed to agree with the babies”’. Basing his views 
on accepted statistical figures on the incidence of Rh. 
negative children with Rh incompatibility, the author 
states that in only 25 of the 78 Rh-negative births reported 
by Mayes was the genetic arrangement which might lead 
to erythroblastosis to be expected. Furthermore, it js 
known that of these 25 only about 10% should develop 
the disease. Therefore it would be expected that only 
2 or 3 children in Mayes’s series should actually haye 
shown signs of erythroblastosis. This, in fact, occurred 
regardless of the maternal transfusion. From those data 
it is clear that the transfusion of the mother’s blood did 
not forestall the erythroblastosis. Moreover, it js 
emphasized by the author that the transfusion of the 
mother’s blood when it contains a high titre of anti-Rh 
agglutinins may be unsafe. 

[This critical paper is of value in clearing up the 
confusion ‘caused by the theory of Mayes, which con- 
tradicts the present accepted views on the rhesus factor,] 

Kate Maunsell 


821. The Appearance of Sheep Cell Lysins and Human A 
Cell Agglutinins in a Rabbit Immunized with a Partially 
Purified Blood Group A-specific Substance from Hog 
Gastric Mucin 

D. H. Brown, E. L. BENNETT, and C. NIEMANN. Journal 
7 ene [J. Immunol.] 56, 1-5, May, 1947. 17 
refs. 


The authors review the literature on the antigenicity 
of purified preparations of A-substance from human 
erythrocytes, hog gastric mucin and human ovarian cyst 
fluids. Except for the work of Hodyo, no report of a 
clear-cut case of a significant positive response in rabbits 
to injection of A-substance was found in the literature. 
However, the authors observed an instance of the 
appearance of human A-cell agglutinins and of sheep- 
cell lysins in the serum of 1 out of 4 immunized rabbits. 
The animals had received a protracted course of 5-mg. 
doses, administered intravenously, of a partially purified 
blood-group-A-specific substance derived from hog 
gastric mucin. No added protein component was pre- 
sent in the antigen used. The preparation was obtained 
as follows. An aqueous suspension of hog gastric 
mucin granules was centrifuged at pH 4-8. The super- 
natant was then electrodialysed. Fraction 112 was 
precipitated during the course of this latter procedure, 
and this material was lyophilized. A suspension of 
fraction 112 was then adjusted to pH 7-4 by the addition 


of NaOH, the solution filtered through a Seitz pad, and. 


the filtrate lyophilized. A solution containing 5 mg. 
per ml. of the A-substance (fraction 112A) in 0-9% NaCl 
was used for immunization. 

The authors believe that some of the substances pre- 
sent with the A-specific amino-acid—polysaccharide 
complex in mucin confer antigenic properties upon it. 
Furthermore, they draw attention to the antigenic 
similarity of the Forssman antigen of sheep erythrocytes, 
of the human agglutinogen A, and of the A-substances 
derived from hog mucin and from ovarian cyst fluids. 

Kate Maunsell 
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Medical Jurisprudence 


822. Some Psychiatric Aspects of Shoplifting 

A. J. ArierF and C. G. Bowre. Journal of Clinical 
Psychopathology [J. clin. Psychopath.] 8, 565-576, Jan., 
1947. 3 figs. 


Shoplifters may be classified as professionals seeking 
to earn a living by these means, general delinquents, 
kleptomaniacs, or normal persons whose offence occurs 
as an accident due to increased emotional strain. Between 
Jan. 1, 1941, and Dec. 31, 1945, 338 persons, being 
approximately 25% of shoplifters tried in the Chicago 
Municipal Court, were studied at the Municipal Psychia- 
tric Institute under four main headings: age, sex, race, 
and psychiatric diagnosis. 

Of the 338 cases analysed 313 were in women, and the 
age groups showing the highest incidence were 17 to 25 
and 35 to 50 years—that is, those covering the periods of 
late adolescence and early maturity and the menopause. 
Of the cases examined 265 (77%) were found to have 
some definable mental, emotional, or physical disorder. 
These are classified as: (a) psychoneurotic, 49; (6) men- 
tally deficient, 55; (c) psychotic, 50; (d) psychopathic 
personality, 48; (e) emotional instability, 39; (f) organic 
disorder, 24. Neither marital discord nor low economic 
or intellectual levels were factors. The majority had not 
previously been arrested, but in 24% of those who had it 
was for the same offence. The percentage distribution of 
cases by quarterly periods shows that the offence is most 
common at shopping peak periods (Christmas and the 
spring) and at times of greatest public emotional tension 
—the highest figures were those for 1942. 

P. N. Meenan 


823. Asphyxia by Accidental Occlusion of the Respira- 
tory Passages. (Asfixia por oclusao acidental das vias 
respiratorias. Novas observacées) 

C. Lopes and R. TAvares. Portugal Médico [Portugal 
méd.} 31, 191-199, May, 1947. 8 figs., Bibliography. 


In this short paper the authors contrive to present not 
only a highly informative survey of the question but also 
9 case reports. 

Their own cases and those quoted from the literature 
show that asphyxia may occur after partial obliteration, 
oedema, and irritative spasm of the respiratory passages 
have been caused by the penetration of foreign bodies. 
Predisposing factors are: alterations of neurological and 
psychic function, alcoholic intoxication,. defective denti- 
tion, the habit of macrophagia, rapid and violent in- 
spiratory movements when holding a foreign body or 
food in the mouth, and attempts to swallow voluminous 
alimentary masses without masticating. Examples of 
suffocation caused by the direct fall of a foreign body into 
the larynx are quoted; one of them concerns Drusus, 
son of the Emperor Claudius, who was choked by a pear 
which he had been throwing in the air and catching in 


his mouth. The authors’ own case reports refer mainly 
to necropsies on elderly edentulous subjects, in whose 
larynges non-masticated tendinous fragments of meat 
were found. Illustrations in the text show alimentary 
masses obstructing the passages. The medico-legal 
importance of examining the upper respiratory passages 
in cases of fatal asphyxia is stressed, and cases are quoted 
where the failure to do so had led to regrettable diag- 
nostic and judicial errors. It is pointed out that some- 
times foreign bodies or alimentary masses are introduced 
into the larynx with suicidal or criminal intent, on the 
assumption that the ensuing death will appear accidental; 
signs of violence are of great significance in such cases. 
A. Lilker 


824. The Hair as Circumstantial Evidence in a Case of 
Malingering 

T. BeNeDEK. Journal of Investigative Dermatology [J. 
invest. Derm.] 9, 55-61, July, 1947. 3 figs., 5 refs. 


A soldier admitted to hospital showed in six different 
areas, all of which could easily be reached by swinging 
either arm around the body axis, eight circular lesions 
with typical eschar formation. The lesions were brown 
or greenish-black and of two different sizes. Close 
examination revealed three different types of hairs: 
(1) normal; (2) hairs “singed” along the shaft; 
(3) completely shrivelled-up hairs. The damaged hairs 
showed a brownish discoloration in contrast to the 
patient’s blond colouring. Microscopically the most 
conspicuous feature was the “ roughening ”’ of the out- 
line of the shaft due to damage to the imbricated cells 
of the cuticle. 

As the patient was known to have access to concentrated 
sulphuric acid, experiments were undertaken to discover 
the effect of various corrosives on human hair. Pre- 
parations were microscopically examined frequently 
during the first 5 minutes, at 1 hour, and after 24 hours. 
The substances tested and the results were as follows. 

Mineral acids: (1) Chromic acid may cause deep 
ulcers and stains the tissues an intense reddish brown. 
(2) Hydrochloric acid may cause a dermatitis but not 
deep eschars, and tinges organic matter light yellow. 
(3) Nitric acid causes deep ulcers and through the 
formation of picric acid stains skin and hair yellow. 
(4) Sulphuric acid alone causes a dagk-brown or greenish- 
black discoloration. 

Corrosive alkalis (caustic potash, caustic soda, caustic 
ammonia) produce deep burns. They act as bases of 
soap, the fatty acids being provided by the skin of the 
tissues. They cause severe swelling and greyish-white 
discoloration. 

Organic acids (phenol, glacial acetic, oxalic) produce 
deep ulcers with a grey or yellow discoloration. They 
act by coagulating the skin proteins. 
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Sulphuric acid alone caused changes in the hairs 
similar to those found in the patient. It alone caused 
the “ scorching ”’ effect on the hair shaft; it produces a 
slightly brown colour unrecognizable when the hair is 
originally brown. The effect of the acid is instantaneous 
and no further change occurs within 24 hours. Neither 
10 nor 50% solutions cause any change in the hair. 
From the clinical and experimental findings it was 
concluded that the injuries were self-inflicted with 
concentrated sulphuric acid. P. N. Meenan 


825. Emotional Immaturity and Antisocial Behavior 
W. BromperG. Journal of Clinical Psychopathology 
[J. clin. Psychopath.] 8, 423-452, Jan., 1947.. 10 refs. 


Emotional maturity used to be accepted as occurring 
with the passage of time, when young people would 
“settle down’. But students of youth problems 
gradually reached the conclusion that chronological age 
was not a reliable standard for measuring emotional 
and social maturity; emotional immaturity is now 
recognized as a symptom of personality immaturity. 
In youth immaturity may lead to harmless mischief or 
anti-social behaviour, but in adults who have suffered 
an arrest in emotional development it leads almost 
inevitably to conflict with society. 

Standards of maturity can be defined as those which 
allow a maximum of achievement and enjoyment to the 
individual without conflict with law or custom. Psycho- 
logically they involve an acceptance of the realities of 
life and the shifting of emotional interests from infantile 
and adolescent objects to those of adulthood. Human 
personality originates from the pressure of social in- 
fluences on human instincts. The infant’s or child’s 
acceptance or denial of prohibitions, depending on the 
emotional atmosphere imparted by the adult, may lead 
to certain social or anti-social behaviour in later life. 
Education controls or modifies immaturity so that 
conflict with society is minimized or removed. 

The neural and muscular systems of children are 
physiologically attuned to activity. The chronically 
hyperactive child behaves characteristically, and is 
constantly rebelling against any limits to its activity 
imposed by parents or society. Such behaviour symp- 
toms denote an abnormal condition. Moderate hyper- 
activity fades with maturity. Persistent hyperactivity 
indicates a possible relation to a functional or structural 
disturbance within the nervous system, as in chronic 
encephalitis. The immature person, feeling inferior, 
tends to join like-minded groups or gangs, and thus 
expresses a Community or social interest or, in the case 
of boys, anti-parent4] or anti-social tendencies. Rebel- 
liousness in normal children is dispelled in sports com- 
petitions or in school life. Ill-advised commands from 
those in authority lead to resentment and, where the 
child is not trained to obey, open rebellion occurs. 

The young individual’s urge towards movement and 
muscular activity receives its most obvious criminal 
expression in the larceny of motor vehicles. An indirect 
expression of the immature attitude towards activity is 
observed in the “ runaway reaction”, and reaches its 


extreme form in the nomadic psychopath. “ Runni 
away ”’ need not always denote immaturity, but, if the 
romantic and intellectual elements are subtracted, the 
emotional substrate is akin to that of the hyperactive 
immature individual, and indicates the ego’s aggressive 
feeling towards authority, which is relieved only by flight. 
“Running away”’ as a. solution to mental conflict js 
related to a predilection for fantasy. Persisting imagi- 
native drive in persons passed childhood retains a three- 
fold character of fancy, activity, and power. The 
combination of these elements, clustering around the 
expression of imagination, so specifically a feature of 
emotional immaturity, obstructs from view the reality 
which the mature person readily perceives. One 
consequence of this is that the youth or young adult 
whose fantasy requires gratification falls easily into 
criminal activity. The impetus towards the conquest 
of time and space of to-day, together with the “ comic 
strip ” which is part of the daily literary diet of millions, 
may be a psychological factor in persistent immaturity, 
To display unprovoked aggression is indicative of an 
attitude which is not tolerated by civilization, but the 
emotionally immature will resort to blows without 
adequate provocation or need, because of a deep-seated 
feeling of insecurity or inferiority. 


Great emotion is invested in the covering of the body, - 


and garments may have psychological meanings for the 
individual. The uniform ofan organization, for example, 
represents a socially approved amalgamation of the 
reaction against insecurity of those who wear it. 
Immature individuals may find it hard to appear without 
distinctive clothes, and so are led into burglary or robbery 
to obtain what they want. Tattooing is another form of 
adornment among the immature. Exhibitionistic in- 
dividuals, usually virile and often sailors, add to their 
collection over years; and a second group, suffering 
from feelings of inferiority, have themselves tattooed 
and so identify themselves with the stronger group. 
The figures tattooed frequently provide an illustration of 
psychological factors in this immature group. The 
social atmosphere in the actual tattooing process—for 
example, the infliction of pain by an older man—may 
satisfy unconscious homosexual factors. 

The process of elaboration from individual neurotic 
elements to immature characteristics is clear in the case 
of sexual attitudes among immature youths. In neurotic 
youths guilty reaction to sexual expression can develop 
into depression and a feeling of unworthiness and isola- 
tion. The immature person, on the surface, shows no 
tender emotions towards objects and dissociates relief 
of physiological sexual tension from romance. Fear of 
sexual inadequacy is the strongest expression of feelings 
of inferiority. Inquiry by psychiatrists—usually older 
men—into emotions of youthful offenders is resented, 
and leads to the development of further sexual guilt when 
the original sexual impulses are reversed and depicted 
as emanating from adults protected by the cruel father- 
figure of the examining psychiatrist. An immature 
youth projects his own fear of the discovery of homo- 
sexual elements in himself, and so is more tense when 
facing a mature man such as the psychiatrist. 

P. N. Meenan 
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826. The Deposition of Radioactive Metals as Bones as a 
Potential Health Hazard 

D. H. Copp, D. J. AxELRop, and J. G. HAMILTON. 
American Journal of Roentgenology and Radium Therapy 
[Amer. J. Roentgenol.] 58, 10-16. 6 figs., 3 refs. 


Among the radioactive products of nuclear fission, the 
active forms of strontium, yttrium, cerium, and plutonium 
are dangerous to workers because they have relatively 
long half-life periods and chronic poisoning may occur. 
The authors record experiments in rats on the metabolism 
of these substances by bone. Radioactive strontium is 
the only one of these elements absorbed in appreciable 
quantities from the intestine, and its metabolism is very 
like that of calcium. 

In four groups of rats—(1) young, on a 2-months 
diet low in calcium; (2) young, on a high-calcium diet; 
(3) adult, on a low-calcium diet; (4) adult, on a high- 
calcium diet—it was found that absorption from the 
bowel of radioactive strontium was twenty-five times 
higher in Group 1 thanin Group 4. When the strontium 
was injected intraperitoneally a similar but less marked 
retention in the skeleton was observed. There was no 
significant effect of this type with the other three elements 
mentioned. An important aspect of prevention of radio- 
strontium absorption is therefore to ensure that those who 
work with it are adults on a high-calcium diet. 

The influence of phosphorus deficiency on bone meta- 
bolism was also investigated. In this condition there is 
amarked demineralization of the bone. In such animals, 
injected with active strontium, autoradiographs showed 
this element to be deposited only on those parts of the 
bone shaft in which there was some residual calcium. 
None was seen in the decalcified osteoid tissues. Exactly 
the opposite occurred with cerium, yttrium, and pluto- 
nium; these were deposited mainly in the decalcified tissue. 
In the case of strontium, phosphorus deficiency reduced 
by two-thirds the total amount retained in the skeleton. 

In discussing the means of dealing with active pluto- 
nium deposits in the skeleton, the authors suggest that, as 
these tend to be in the superficial bony layers and 
therefore toxic to the periosteum as a result of alpha 
activity, dietetic measures which will cause a deposition 
of new bone will result in a burying of the active substance, 
sO as to render its «-ray activity innocuous. 

A. M. Rackow 


827. The Significance of Indentures in the Outlines of 
the Atria of the Lateral Ventricles after Air Filling 

M. H. Poppet and J. F. RoAcH. American Journal of 
Roentgenology and Radium Therapy [Amer. J. Roentgenol.] 
58, 46-50, July, 1947. 6 figs., 5 refs. 


The authors state that the object of their paper is to 
explain the significance of shadows of the glomus of the 
choroid plexus and of the calcar avis, seen in the atrium 


after cerebral intraventricular air injection, and to 
differentiate between the normal and the abnormal. 
The normal glomus, an abundant mass of plexus tissue, 
is situated rostrally to the subdivision of the lateral 
ventricle into occipital and descending horns. Davidoff 
and Dyke consider that 15x15 mm. is. the maximum 
normal measurement. The glomus may be injured at 
ventriculography and a haematoma may be recognized 
by enlargement of the glomus shadow. Such a haema- 
toma will disappear in a week. Enlargement of the 
glomus, when there has been no possibility of trauma, 
may be due to cyst formation. The shadow of the 
calcar avis is seen in the posterior part of the atrium. 
It varies in size. The average is 50 mm.? and the largest 
normal reported by the authors is 381 mm.?. It should 
not be mistaken for a pathological lesion. 

M. H. Jupe 


828. The Influence of Protraction in Radiotherapy. 
(Ueber den Einfluss der Protrahierung in der Strahlen- 
therapie) 

H. CHAOUL, F. WACHSMANN, and H. ROSENBERGER. 
Strahlentherapie [Strahlentherapie] 76, 224-259, 1947. 
10 figs., 11 refs. 


The authors give a survey of the important questions 
of protraction and fractionation in radiotherapy. After 
an extensive review of the existing literature and a 
description of the results of their own previous experi- 
ments, they come to the following conclusions. Pro- 
longation of dosage is only effective if a certain time limit 
is exceeded; this limit varies according to the “ bio- 
logical” rhythm of the various cell types. Protraction 
of exposure in clinical radiotherapy of tumours is 
ineffective unless it exceeds 2 hours, and becomes of real 
value only if it exceeds 24 hours, as in radium therapy. 
Protraction of exposure over 2 hours in x-ray therapy is, 
however, impracticable. The increase of “ selective” 
action on tumour cells can be obtained with fractiona- 
tion alone just as effectively as with protraction. In 
x-ray therapy protraction can be replaced by fractiona- 
tion; it is of no additional value and unnecessary if 
fractionation is employed. Protraction is of practical 
value only in radium therapy lasting over 24 hours. 

H. C. Sims 


829. Congenital Malformations Induced in Rats by 
Roentgen Rays. Skeletal Changes in the Offspring 
following a Single Irradiation of the Mother 

J. WaARKANY and E. SCHRAFFENBERGER. American 
Journal of Roentgenology and Radium Therapy [Amer. J. 
Roentgenol.) 57, 455-463, April, 1947. 6 figs., 20 refs. 


The lumbo-sacral regions of 144 pregnant rats of the 
Sprague-Dawley strain were given single exposures to 
100 kV x rays under “ nembutal” anaesthesia. The 
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rats were divided into seven groups of unequal size, one 
group being irradiated on each of the tenth to the six- 
teenth days of pregnancy. The doses varied between 
190 and 1,120 r. Pregnancy continued to term in 98 
rats, 622 young being obtained. Of these 485 showed 
skeletal abnormalities. Abnormalities were sometimes 
visible on inspection of the rats, and sometimes observed 
only after clearing the skeletons. Defects in the bones 
of the skull, cleft palate, shortness of the mandible, and 
malformation of the ribs, long bones, and tail were noted. 
Variations in the deformities in the same litter were 
found. The authors claim that a pattern is discernible 
in the deformities noted after irradiation on different 
days of pregnancy. Skull deformities occurred after 
exposure on the tenth, twelfth, and thirteenth days, rib 
changes only on the fifteenth and sixteenth days. Cleft 
palate was observed on every day except the eleventh, 
its incidence being highest on the fifteenth. Fingers, 
toes, and tail were affected on all days, while formation of 
a humero-radius occurred only after irradiation on the 
thirteenth day. 

[The problem of the effects of irradiation of the foetus 
in utero is of great interest to radiologists, and probably 
the most important point made by the authors is the high 
percentage of skeletal abnormalities produced in the 
experiment. The total sample involved is large enough 
for the 78% of abnormalities to have significance. The 
25% resorption rate is also interesting. 

Two factors of importance in the causation of 
abnormalities are the dose of radiation employed and 
the day of pregnancy when it is administered. Unfortu- 
nately the authors have varied both these factors, and do 
not make it clear whether they investigated the effect of 
different doses systematically for each day of irradiation. 
It would be reasonable to expect considerable difference 
between the effects of 200 r and of 1,000 r. Presumably 
the doses stated were the “‘ in air ’’ doses at the portal of 
entry: it would perhaps have been more interesting to 
compare the estimated actual doses in view of the low 
filtration of the beam. It is open to question whether 
the claim for a pattern of abnormalities can be accepted 
unreservedly, in view of the smallness of the samples 
and their variations in size. Moreover, it would appear 
that, in comparing the effects of irradiation on different 
days, samples irradiated to different doses have been 
employed. The problem is one of great importance and 
might usefully be the subject of further detailed study.] 

John R. Nuttall 


830. Experimental Investigation of Tolerance to Large 
X-ray Doses with Various Methods of Irradiation. 
(Experimentelle Untersuchung zur Frage der Vertraglich- 
keit von hohen Réntgenstrahlen-dosen bei verschiedenen 
Bestrahlungsmethoden) 

F. WACHSMANN. Strahlentherapie [Strahlentherapie] 76, 
260-270, 1947. 3 figs., 9 refs. 


The author defines the “* skin tolerance dose’ as the 
maximum radiation dose which can safely be given with- 
Out causing permanent skin damage. The skin tolerance 
dose was studied on a female patient suffering from 
advanced breast carcinoma with innumerable sub- 


cutaneous metastatic nodules all over the body, 
treating various skin areas with different types of 
radiation. The types of radiation used were: 


Filter, | H.V.L., | F.S.D.,| Field Si 
kV Ima mm. mm. cm. 
High-voltage .. | 200 0-74 Cu | 1-35 Cu 30 
Medium-voltage | 120 | 30 | 3-0 Al 45 Cu 27 
Low-voltage .. 60 | 10 | 0-20 Cu | 4-50 Al 5 


The dose rate at the skin was always 35 r per minute, 
in order to eliminate the protraction factor. In each 
type of radiation two modifications were used: a single 
dose, and a series of 10 fractionated daily doses. The 
results are given in the following table: 


Doses inr 

Medium- 

High-voltage voltage Low-voltage 

Skin Reaction 
10 10 10 
Single Single 
Frac- Frac-| Single| Frac- 

Dose tions OSE | tions tions 
Slight erythema 750 | 1,850 | 1,900} 800 | 2,700 
Marked erythema __.. | 1,050 | 2,750 | 1,100 | 3,000 | 1,500 | 4,300 
Moist desquamation .. | 1,500 | 4,000 | 1,600 | 4,500 | 3,200 | 6,500 
Surface necrosis .- | 1,800 | 4,500 | 1,950 | 5,500 | 5,000 | 7,800 


From these experimental data the author concludes 
that the following doses may be considered as safe “‘ skin 
tolerance ”’ doses: high-voltage—a single dose of 1,000r 
or 10 fractionated doses of 3,400 r; low-voltage—a 
single dose of 2,500 r or 10 fractionated doses of 6,000 r. 

C. Sims 


831. Cranial Manifestations of Fibrous Dysplasia of 
Bone; their Relation to Leontiasis Ossea and to Simple 
Bone Cysts of the Vault 
F. WINDHOLZ. American Journal of Roentgenology and 
Radium Therapy [Amer. J. Roentgenol.] 58, 51-63, July, 
1947. 13 figs., 30 refs. 


Skull changes are often the only manifestation of 
polyostotic fibrous dysplasia. They range from very 
small lesions to large shapeless masses of thickening, 
frequently described as leontiasis ossea. The skull 
changes do not necessarily correspond in appearance to 
those in other bones. In the base of the skull there is a 
tendency to sclerotic dense bony deposits, in contrast to 
the translucency seen in other bones. The author 
describes a stage where there is limited involvement with 
thinning of bone and simple cyst-like areas, giving the 
sites at which they are seen and details of their structure. 
He goes on to review the cases with moderate and severe 
skull involvement. The more widespread the skeletal 
distribution, the more frequently the skull is affected. 
The distribution is unilateral and tends to affect skull and 
skeleton on the same side. New bone formation becomes 
evident. The nasal sinuses become invaded by dense 
bone and the whole side of the face and head becomes 
deformed. 
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There is a discussion which includes the question of 
nomenclature and history. This is followed by a short 
clinical description in which it is maintained that the 
condition is also known as Albright’s disease. The author 
gives his interpretation of the microscopical structure of 
the radiographic translucencies and of the radio-opaque 
areas, with good photomicrographs to illustrate . his 

ints. 

- interpreting the diagnostic aspects he maintains 
that vascularization and the statics of the cranium 
influence the findings. The skull base with the greater 
stresses produces more bone than the calvarium, and so 
appears dense in the radiograph. Bone formation, often 
following the course of the greater blood vessels, produces 
sharp outlines which alternate with translucent areas of 
non-calcified tissue. This gives a characteristic picture. 
He discusses the differential diagnosis from the radio- 
logical standpoint, mentioning Paget’s, von Reckling- 
hausen’s, and Schiiller-Christian’s diseases amongst 
others. He compares the condition with “ simple cyst ” 
of the skull, and is convinced that the majority of cases 
quoted as leontiasis ossea of the Virchow and von 
Recklinghausen type are really cases of fibrous dysplasia. 

[The radiographic reproductions are not always easy 

to make out.] M. H. Jupe 


832. The Normal and Pathological Radiographic 
Appearance of the Costo-Diaphragmatic Pleural Sinus. 
(La reppresentazione radiologica normale e patologica 
dello sfondato pleurico posteriore) 

C. BorseLLa and D. GIovANARDI. Annali di Radiologia 
Diagnostica [Ann. Radiol. diagnost.] 19, 166-192, 1947. 
16 figs., 16 refs. 


The usual radiographic technique for the examination 
of the thorax fails to show the posterior costo-diaphrag- 
matic pleural sinus. This sinus can, however, be demon- 
strated on radiographs taken with the patient in the 
prone position and with the tube centred over the 
twelfth dorsal vertebra when both sides are investigated, 
or to the right or left of it if one side only is investigated. 
The radiograph should be taken in forced inspiration. 
For the demonstration of the left sinus the shadow of the 
gastric air-bubble must be neutralized by filling the 
stomach with fluid. The radiotranslucent shadow of the 
sinus overlaps the shadow of the subdiaphragmatic 
structures without, however, presenting a distinct inferior 
outline. 

The main radiological signs of obliteration of the costo- 
diaphragmatic sinus are a reduction in the extent of the 
radiotranslucent area, deformation of its inferior outline, 
or the presence of an opaque strand of variable width, 
shape, and course which represents the inferior outline 
of the sinus. These changes correspond to inflammatory 
processes limited to the basal pleura and to the costo- 
diaphragmatic sinus, as confirmed by subsequent artificial 


pneumothorax. An examination of the  costo- 


diaphragmatic sinus is very useful before induction of an 
artificial pneumothorax in order to discover any possible 
basal pleural adhesions. The changes described are 
found in patients suffering not only from pleuro- 
pulmonary affection but also from affections of the gall- 


bladder, gastric or duodenal ulcer, and perivisceritis. 
This can be explained by the intimate vascular, lymphatic, 
and nervous connexion between the two adjoining serous 
cavities. A. Orley 


833. A Radiographical (Radiographic and Tomographic) 
Study of Atelectasis and Emphysema in Tumours of the 
Mediastinum and Lung. (Studio radiologico (radio- 
grafico e stratigrafico) della atelettasia e dell’enfisema nei 
tumori del mediastino e del polmone) 

A. Piazza. Annali di Radiologia Diagnostica [Ann. 
Radiol. diagnost.] 19, 203-226, 1947. 15 figs., 21 refs. 


This paper is based on the observation of 8 cases of 
thoracic neoplasm, the histories of which are reported. 
Both emphysema and atelectasis frequently develop in 
cases of pulmonary neoplasm. The differentiation 
between atelectasis and neoplastic infiltration is not easy 
when only small parts of the lung are involved. In such 
cases tomography has proved useful. Emphysema 
occurs when there is a valvular occlusion of a bronchus. 
In the case of small bronchi localized emphysema develops, 
while the occlusion of a large bronchus gives rise to a 
diffuse emphysema. Occlusion of a bronchus may be 
caused either by a neoplastic proliferation inside its 
lumen or by compression from the outside. Here, too, 
tomography is the best alternative to bronchoscopy. 
The valvular theory of origin of emphysema may not 
apply to large bronchi. The author believes that in all 
cases of bronchial obstruction, as in normal breathing, 
the air penetrates more easily into the lungs than it 
escapes from them. A. Orley 


834. Experimental Studies on Biliary Regurgitation 
during Cholangiography 

H. W. Mixer, L. G. RIGLeR, and M. V. G. ODDONE. 
Gastroenterology [Gastroenterology] 9, 64-80, July, 1947. 
8 figs., 27 refs. 


The authors observed in human kidneys the escape of 
** diodrast ’’, used as a contrast medium for cholecysto- 
graphy, and wondered whether the dye had been 
regurgitated from the liver into the blood stream and 
thereafter excreted by the kidneys. 

Experiments on dogs were arranged to determine 
whether this supposition was correct, rather than the 
alternative of simple absorption through the bile-duct 
mucosa. It was found that in dogs the biliary tree could 
easily be filled up by abdominal pressure so that the 
contrast medium reached the blood. It is concluded 
that during cholecystography excessive pressure on the 
abdomen should be avoided. A plea is made for the 
sterility of solutions used for demonstrating the biliary 
tract, and avoidance of excessive abdominal pressure in 
patients suffering from infective cholangitis or liver 
abscess. J. W. McNee 


835. Late X-ray Damage to the Skin and Terminal 
Reticulum of Nerves. (R6ntgenspatschiden der Haut 
und nervéses Terminalretikulum) 

F. Joun. Strahlentherapie [Strahlentherapie| 76, 271- 
306, 1947. 14 figs., Bibliography. 
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836. Studies on 

R. ALTSCHUL and A. M. FRIESEN. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 17,5 444-448, 
June, 1947. 1 fig., 8 refs. 


Catgut fibres impregnated with trypan blue, carmine, 
haematoxylin, indian ink, neutral red, Janus green, and 
gentian violet were implanted intramuscularly in various 
animals: in the case of the first four, granules of the dye 
appeared in the neighbourhood of nuclei of multinucleated 
forms of muscle cells. Haematoxylin appeared in the 
form of granules, rusty in colour. The usual histo- 
chemical reactions of haematoxylin had been lost +n 
that the granules could be removed only by prolonged 
treatment with 0-25% potassium permanganate, followed 
by equal parts of 1% solutions of potassium bisulphite 
and oxalic acid; it is suggested that this may be due to a 
coating of protein. W. S. Killpack 


EXPERIMENTAL PATHOLOGY 


837. Studies on the Intravascular Thromboplastic 
Effect of Tissue Suspensions in Mice. I. The Reaction 
of Mice to Intravenous Injections of a Sedimentable Tissue 
Component 

L. THoMaAS. Bulletin of the Johns Hopkins Hospital [Bull. 
Johns Hopk. Hosp.) 81, 1-25, July, 1947. 15 refs. 


Intravenous injection of saline suspensions of normal 
mouse-brain tissues into mice causes, after an interval 
of 19 to 58 seconds, depending on the degree of dilution 
of the material, a characteristic and reproducible re- 
action. This consists of a sudden arrest of movement, 
followed by weaving of the head from side to side; after 
a few seconds incoordinated grossly ataxic running move- 
ments occur, and the animal falls on one side. Most of 
the animals then developed violent convulsive movements 
of the limbs, usually lasting less than a minute, but 
occasionally recurring; even when the animals appeared 
completely comatose, convulsions could often be 
elicited by painful stimuli. They then remained immobile 
except for respiration for a few minutes, after which 
those that survived began to recover; for a short time 
they showed various paralyses or involuntary turning 
or rolling movement. These symptoms disappeared 
gradually, and about an hour after injection the survivors 
appeared normal. 

Microscopical examination of the mesentery in 
anaesthetized mice and of the ear vessels in unanaesthetized 
mice showed that the reaction is accompanied by tran- 
sitory changes in the rate of flow of blood; at a time 
corresponding to the first development of symptoms the 
blood stream slows, and may in severe cases even cease 
to flow. Thrombi are occasionally observed. After a 
short interval normal flow returns. The reaction may be 


prevented by administration of heparin or congo red 
in anticoagulant doses before symptoms appear. 

The component causing the reaction is completely 
sedimentable at 12,000 r.p.m., and may be demon- 
strated in a variety of mammalian tissues, particularly 
those (such as brain or lung) rich in thromboplastin. 
Crude suspensions of brain tissue are inactivated by 
heating to 60°C. Re-suspended centrifuged material 
may resist heating to 80° C. 

Mice injected with sublethal amounts of tissue sus- 
pensions are for about an hour resistant to many lethal 
doses of such suspensions. In both mice and rabbits 
the clotting time after injection is at first accelerated, 
then markedly prolonged, but returns to normal about 
1 hour after injection. The resistant period in mice 
injected with sublethal doses corresponds to the period 
of delay in clotting. 

It is concluded that these reactions are due to inter- 
ference with the normal balance of the clotting mechanism 
by the thromboplastin injected, leading to thrombosis 
and possibly to cerebral ischaemia, and the implications 
of the observations in consideration of the pathology of 
severe trauma, frostbite, and anaphylactic shock are 
discussed. C. L. Oakley 


838. Studies of the Intravascular Thromboplastic Effect 
of Tissue Suspensions in Mice. Il. A Factor in Normal 
Rabbit Serum which Inhibits the Thromboplastic Effect of 
the Sedimentable Tissue Component 

L. THomas. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 81, 26-42, July, 1947. 3 refs. 


The toxic reactions produced in mice by intravenous 
injection of the thromboplastic sedimentable component 
of the brain-tissue may be prevented by previous incu- 
bation of the brain-tissue suspension with normal rabbit 
serum. This serum factor is unaffected by heating for 30 
minutes at 56° C., is reduced in activity at 60° C., and is 
completely inactivated at 65° C. It is contained in the 
globulin fraction of serum, and requires calcium for its 
inhibitory activity. Oxalated plasma does not inhibit 
the reaction, but its inhibitory power may be restored by 
addition of calcium chloride. Dialysed serum is inactive; 
recalcification restores the inhibitory power. 

If rabbit serum is mixed with tissue suspensions for 
an hour and then centrifuged, the inhibitory power of 
the «supernatant is greatly reduced; the sedimented 
material no longer produces any reaction in mice, but 
will do so if oxalated. This suggests that in the presence 
of calcium the inhibitory substance in serum combines 
with reaction-producing substance in tissue extracts, 
but that the process is reversible in the presence of 
oxalate. It is suggested that the globulin-like factor in 
serum responsible for inhibition of the reaction may be 
concerned in the normal process of clotting. 

C. L. Oakley 
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EXPERIMENTAL PATHOLOGY 


839. Studies on the Pathogenesis of Rheumatic Fever. 
]. Experimental Production of Autoantibodies to Heart, 
Skeletal Muscle and Connective Tissue. If. Cardiac 
Lesions Produced in Rats by Means of Autoantibodies to 
Heart and Connective Tissue 

p. A. Cavettt. Archives of Pathology [Arch. Path.} 44, 
1-27, July, 1947. 3 figs., 11 refs. 


Streptococci, and also staphylococci, alter extracts of 
certain tissues so that they become antigenic to animals 
of the same species—that is, become auto- or iso-antigens 
according as they act in the same individual or in another 
animal of the same species. The antibodies produced 
by injecting simple mixtures of killed organisms and tissue 
extracts into animals of the same species react with the 
microbe and also separately and specifically with the 
tissue extract. In the first paper the author demonstrates 
the development of antibodies against iso-antigens 
obtained from rat muscle and connective tissue. He 
used the celloidin particle agglutination technique. In 
the second paper he describes lesions in the heart valves 
of the injected rats which he regards as due to damage 
by the anti-connective-tissue antibodies. They have 
some resemblance to rheumatic lesions, and the author 
considers that damage by antibodies to connective- 
tissue auto-antigens plays a part in the pathogenesis of 
rheumatic carditis in man. He also claims that glomeru- 
lar nephritis produced in earlier experiments by the 
simultaneous injection of killed streptococci and kidney 
extract was due to the development of antibodies against 
kidney auto-antigens. D. M. Pryce 


840. Characterization of Tissue Metabolism of Trans- 
planted Mouse Melanomas by High Oxidative Response 
to paraPhenylenediamine 

D. Burk, G. H. Atocire, M. L. HEssecBacu, C. E. 
FIscHER, and F. Y. LeGALLAIS. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 7, 425-429, June, 
1947. 20 refs. 


Three transplantable melanomata are available in 
mice, one being an amelanotic derivative of one of the 
pigmented tumours. All three tumours are character- 
ized by slow and prolonged killing time; only one 
metastasizes regularly. It had been observed previously 
that when transplanted into transparent chambers in 
skin-flaps of mice the melanoma cells migrated more 
slowly and the vascular reactions were of a different 
order from those of transplanted highly malignant 
sarcomata and mammary-gland carcinomata. In the 
present experiments the metabolism of these melanomata 
has been studied in the hope of demonstrating a bio- 
chemical basis for their biologically distinctive behaviour. 

Six or more tumours from each melanoma strain, as 
well as appropriate control tumours, were tested for 
anaerobic and aerobic glycolysis, oxygen consumption, 
and carbon-dioxide production (involving several hundred 
individual Warburg vessel determinations). The data 
for all tumours fell within the range of Q values shown 
by malignant tumours generally, the two melanotic 
tumours having the lowest values; but paraphenylene- 
diamine caused a markedly greater stimulation of oxygen 
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consumption in the case of the three melanomata. A 
similar, but less well marked, effect was obtained with 
succinate. Cyanide eliminated nearly all the respiration 
increase caused by paraphenylenediamine in all the 
tumours studied. It is suggested that the ratio of 
oxidized to reduced cytochrome C is considerably higher 
in melanomata than in other tumours, and that this 
finding offers the possibility of a new mode of diagnosis 
(based on biochemical characters) of melanomata, 
amelanotic as well as pigmented. G. M. Bonser 


841. Effect of Castration and Sex Hormones on the 
Induction of Tumors in Mice with o-Aminoazotoluene 

H. B. ANDERVONT and T. B. DUNN. Journal of the 
National Cancer Institute [J. nat. Cancer Inst.] 7, 455- 
461, June, 1947. 3 figs., 26 refs. 


Mice of strain C received subcutaneously 70 mg. o- 
aminoazotoluene over a period of 7 months. In the 
first experiment a comparison was made between 7 
intact and 38 castrated females and between 7 intact and 
42 castrated males as regards gross hepatic reaction 
(nodular liver surface) and formation of hepatomata and 
pulmonary tumours. Intact females were more sus- 
ceptible to hepatic changes and hepatoma formation 
than intact males; castration of the latter increased their 
susceptibility. Castrated females were possibly slightly 
more resistant than intact ones. Similar differences were 
observed with regard to the induction of haemangio- 
endotheliomata of the lung. 

In the second experiment the effect was tested of 
testosterone propionate and carcinogen upon groups 
of 37 to 46 animals castrated at 1 month old. A single 
1-5-mg. pellet of hormone was inserted subcutaneously 
at the age of 2 to 3 months; this was followed by 40 nig. 
of o-aminoazotoluene over a period of 4 months. Again 
intact females were more susceptible to gross hepatic 
reactions and hepatoma formation than the males, and 
castration increased greatly the susceptibility of the latter 
whereas it increased in some degree the resistance of the 
females. The action of testosterone propionate was 
almost to suppress the appearance of liver changes in 
both male and female castrated mice. No such action 
was Observed in regard to pulmonary haemangio- 
endotheliomata. 

A description is given, with illustrations, of the 
histological changes seen in the liver, and there is a 
discussion of the mode of action of the sex hormone. 

G. M. Bonser 


842. A Histological Study of Skeletal Muscle in Acute 
Ischemia 

J. W. HARMAN. American Journal of Pathology [Amer. 
J. Path.) 23, 551-565, July, 1947. 12 figs., 34 refs. 


The early histological changes (first 24 hours) in the 
leg muscles of adult rats and rabbits are described after 
a period of ischaemia produced by ligation of vessels or 
by the application of a tourniquet. With the exception 
of 14 rats in which the blood supply was permitted to 
return to the limb after varying periods of ischaemia, the 
ischaemia was prolonged until the final testing for 
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contractility, which was followed by immediate fixation. 
The animals were under narcosis [probably for most of 
the time, although this is not stated]. In the tabular 
presentation of findings no distinction is made between 
“ tourniquet ” and “ ligated’ animals. With ischaemia 
lasting for more than 4 hours in rabbits and 2 hours in 
rats, the fibres became separated from each other, the 
normal longitudinal fibrillation disappeared, and cross- 
striation became enhanced. Loss of contractility pre- 
ceded these changes. Thickening of the anisotropic 
bands occurred after 6 hours of ischaemia in rabbits: 
this increased up to 24 hours and led to fragmentation. 
[This is a histological description of autolysis at a 
temperature intermediate between that of the animal and 
the room; it is not stated whether limb movement was 
allowed.] E. G. L. Bywaters 
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843. Nonspecific Myocarditis. Analysis of a Series of 
Thirty-six Cases 

P. M. Marcuse. Archives of Pathology [Arch. Path.] 43, 
602-610, June, 1947. 6 figs., 20 refs. 


This is an investigation of the post-mortem incidence 
of myocarditis not due to rheumatism or other obvious 
cause. The 36 cases were found on histological examina- 
tion of routine sections from 3,800 consecutive necropsies. 
In 12 cases the infiltration was diffuse, in the remainder 
focal. In 4 cases the lesions were minimal. The 
infiltration varied: in 15 it was predominantly poly- 
morphonuclear, in 17 mainly lymphocytic or plasma- 
celled. In 3 cases there were eosinophils. An elongated 
mesenchymal cell with distorted nucleus was constantly 
found but was not specific. The infiltration was inter- 
stitial. In nearly all cases there were inflammatory 
lesions elsewhere in the body, but at least 10 of the 12 
diffuse cases fulfilled the requirements of “ isolated 
myocarditis’, as the extracardiac lesions were slight. 
In most cases there was an increased leucocyte count. 
After considering the various possible aetiologies 
(bacterial, virus, drug sensitization) the author concludes 
that the myocarditis is due to toxins from distant in- 
fective foci. In a mild form the condition is probably 
a common clinical entity, and even when focal is a 
possible cause of death. D. M._Pryce 


844. Epidermoids (Cholesteatomas) of the Brain 

Y. M. BHENDE and R. G. DuayaAGupe. Archives of 
Pathology {Arch. Path.] 43, 570-578, June, 1947. 6 figs., 
13 refs. 


Ectopic inclusion cysts with a lining of squamous 
epithelium are classified as epidermoid or dermoid 
according as they have only a simple lining of epithelium 
or have also accessory dermal structures such as sebaceous 
glands. The former are often semi-solid with keratin; 
the latter are usually cystic. Crystalline cholesterol, 
however, is common in both and they are frequently 
referred to as cholesteatomata. The latter term, how- 
ever, is also applied to low-grade chronic inflammatory 
foci (with histiocytes containing lipoid material from 


disintegrated pus) and is better avoided. These cysts 
are common in the scalp (most sebaceous cysts are of 
this nature), but they may be found also in the diplog 
of the skull and even inside the cranium. They occur 
as a rule near the fourth ventricle or in the cerebello- 
pontine angle. Inside the cranium they are rare, but 
2 cases have been described with malignant change, 
Benign cysts cause symptoms by general or local pressure, 
but it is surprising how short the history may be even 
with cysts of large size. The three cysts of the present 
series were epidermoid. The first was central with 
extension into both cerebral hemispheres (in a man of 
35 with 2 years’ history). The second was at the base 
of the brain (in a man of 25 with 6 months’ history), 
The third was in the cerebello-pontine angle (in a man 
of 21 with no history). The last patient died in a road 
accident; the others after operation. D. M. Pryce 


845. Agnogenic-Myeloid Metaplasia of the Spleen, 
Report of Case with Necropsy Findings 

S. A. Levinson and L. R. Limarzit. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 17, 449-461, 
June, 1947. 3 figs., 9 refs. 


The term “ agnogenic”’ is stated to be derived from 
the Greek, and to mean, “of unknown or uncertain 
aetiology’. A middle-aged woman had severe loss of 
weight, anaemia, splenomegaly, and a_ leukaemoid 
blood picture; treatment was by splenectomy after 
repeated blood transfusions had failed to produce 
improvement. After splenectomy the patient died 
[period not stated] from staphylococcal septicaemia with 
subphrenic abscess and fibrinous pericarditis. The 
peripheral blood examined before operation showed a 
total leucocyte count of 14,000 per c.mm. (myeloblasts 
3%, promyelocytes 2%, neutrophil myelocytes 21%, 
metamyelocytes 33%, stab neutrophils 24%, poly- 
morphonuclear leucocytes 4%). Bone-marrow studies 
showed increased cellularity with marked erythroid 
immaturity and moderate myeloid immaturity, which, 
however, did not extend to the myeloblastic stage. 

Section of the spleen showed numerous islands of 
myeloid metaplasia. At necropsy the femoral bone 
marrow was watery and pale grey throughout. There 
was extensive haemosiderosis of the viscera, which was 
attributed to the multiple transfusions (40 in all); attempts 
to cross-match the patient’s blood with that of various 
donors had been frequently unsuccessful, though an 
explanation for this was apparently not sought. Specific 
mention is not made of histological examination of any 
organs other than spleen and bone marrow. 

W. S. Killpack 


846. The Pituitary Body in Starvation. (Die Hypo- 
physe bei Inanition) 

E. UEHLINGER. Schweizerische Zeitschrift fiir Patho- 
logie und Bakteriologie [|Schweiz. Z. Path. Bakt.| 10, 
144-158, 1947. 6 figs., 19 refs. 


It is known that in chronic starvation, the adrenals and 
the pituitary are the only organs showing an increase in 
weight. The pituitary glands of 36 inmates of German 
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camps who died after a long period of starvation have 
been examined histologically (stained by the haemalum 
method of van Gieson and the chromo-haematoxylin 
method of Kraus). Whereas the posterior lobe was not 
affected by the ‘nanition, changes in the anterior lobe 
were found ni 26 cases; in 17 cases there was an increase 
in chief-cells and stem-cells (‘‘ shift to the left’); at 
times even formation of adenomata was observed. The 
author sugvests that this change may cause decreased 
secretion of the anti-insulin hormone of the anterior 
lobe, leading to a relative hyperinsulinism and so to an 
increase of the hypoglycaemia of inanition and the 
appearance of hypoglycaemic coma. In 9 cases dense 
central eosinophilia (‘‘ shift to the right’) was found; 
it may be related to the decrease in ovarian hormones 
in sexually mature women; in men the pathogenesis is 
not clear. In 4 cases there was simultaneous chief-cell 
multiplication and dense eosinophilia. O. Neubauer 


847. Pathological and Experimental Investigations into 
Changes in the Lymph Nodes by Diphtheria Toxin. 
(Pathologisch-anatomische und experimentelle Unter- 
suchungen tiber Verinderungen der Lymphknoten durch 
das Diphtherietoxin) 

L. H. Ketrier. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 314, 358-387, July 16, 1947. 
7 figs., 41 refs. 


Watjen and Reimann found in cases of malignant 
toxic diphtheria, which appeared about 1926 in an 
epidemic form, severe destructive changes in the cervical 
lymph nodes, especially in the basal lymphatic tissue 
close to the sinuses; they considered that these “* necroses 
of sinus type’? were caused by introduction of diph- 
theria toxin into the lymphatics. They named the well- 
known changes in the usual form of diphtheria (necro- 
biotic changes in the centres of the follicles) “* vascular 
necroses ’’, because they traced their cause to transport 
of the toxin by the blood-stream. The author, at the 
University of Halle, has investigated histologically 
material from 38 necropsies. He classifies cases into 
three groups: (1) Severest toxic ’’ cases with typical 
“necroses of sinus type”. (2) Severe cases of diph- 
theria; here necroses were usually found in the follicles 
of most of the cervical nodes, and frequently also in the 
paratracheal and pulmonary nodes, corresponding to the 
diphtheritic involvement of larynx, trachea, and bronchi; 
sometimes necroses of the basal tissue near the sinuses 
like those in ‘ toxic”? diphtheria have been obsérved. 
In some portal and inguinal nodes and in the spleen 
changes in the follicles occurred. (3) Mild cases of 
diphtheria showed only slighter changes in the cervical 
and paratracheal nodes. Introduction of large doses of 
diphtheria toxin into rabbits by the lymphatics—injection 
in the hind paw, examination of the popliteal nodes— 
caused necroses similar to those of “sinus type” in 
human diphtheria; but with smaller doses necroses in 
the centres of the follicles corresponding to Wiatjen’s 
“ vascular type’ resulted. Attempts to study the effects 
of introduction of toxin intravascularly met with the 
difficulty that after intravenous injections the animals 
died before characteristic changes in the lymph nodes 


had time to develop; only small necroses of the nuclei 
of the follicles were observed. After subcutaneous 
injection into the upper part of the back changes in both 
the follicles and the basal tissue close to the sinuses 
resulted. It is concluded that the nature of changes in 
the lymph nodes is determined chiefly by the concentra- 
tion of diphtheria toxin, in a minor degree by the time 
factor and by the specific resistance of certain tissues. 
The term “* necroses of vascular type ’’ may therefore be 
changed to necroses of follicular type ”’. 
O. Neubauer 


848. Leucodystrophy and Merzbacher-Pelizius Disease. 
(Uber Leukodystrophie und Pelizius-Merzbachersche 
Krankheit) 

M. Jacost. Virchows Archiv fiir Pathologische Anatomie 
[Virchows Arch.] 314, 460-480, July 16, 1947. 7 figs., 
14 refs. 


After some remarks on the conception and classifica- 
tion of diffuse sclerosis of the brain 2 new cases are 
reported from the Institute of Brain Research, Dillen- 
burg. In the first case, a boy 2} years old developed at 
the beginning of the second year a progressive tetraplegia. 
Necropsy revealed diffuse chronic progressive de- 
myelinization of all medullated nerve fibres of brain, 
spinal cord, and even peripheral nerves. The products 
of the destructive change were still in the “* prelipoid ”’ 
stage and did not take up fat-staining dye. This case, 
classified as a “‘ leucodystrophy ”’, corresponds with the 
cases of Scholz (1925) and of van Bogaert and Scholz 
(1932). In the second case, a boy of 5 years with 
disturbances of motility since birth (spastic paralysis, 
athetosis, nystagmus) was found at necropsy to have a 
diffuse chronic progressive demyelinization with fatty 
granular cells. In the demyelinated regions some better- 
conserved islands were present. The case is therefore 
explained as an atypical example of Merzbacher- 
Pelizdus disease; this disease is not a leucodystrophy. 

O. Neubauer 


CLINICAL PATHOLOGY 


849. Behaviour of the Various Fractions of the Blood 
Phosphorus in Relation to the Blood-Sugar Levels in 
Seven Diabetic Children after a Carbohydrate Meal. 
(Comportamento delle varie frazioni del P. ematico 
parallelamente alla glicemia, dopo carico glucidico, in 
sette casi di diabete infantile) 

F. RAGAzziINni and M. Giusti. Rivista Clinica Pediatrica 
[Riv. Clin. pediat.] 45, 266-289, May, 1947. 9 figs., 
24 refs. 


Experiment has shown that the metabolism of carbo- 
hydrates and that of phosphorus are connected and that 
they both form the essential elements of the biochemistry 
of muscle. The authors wished to examine the varia- 
tions of the blood phosphorus in relation to carbohydrate 
metabolism in infantile diabetes. In the pathogenesis 
of infantile diabetes insufficiency of the insular apparatus 
is the dominating factor and is not affected by other 
factors, as may be the case in adults. The authors, in 
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a review of the literature, find that most workers agree 
that in normal individuals the glycaemia after administra- 
tion of glucose coincides with a lowering of the level of 
inorganic phosphorus in the blood. 

They investigated 7 cases of infantile diabetes; 2 
normal children served as controls. They took a speci- 
men of fasting blood and then gave the children a 
breakfast of 30 g. of carbohydrate in the form of milk 
and bread, as glucose was not available at that time. 
Two or three more samples of blood were taken at 
intervals of 60 to 90 minutes. In addition to the 
blood sugar they examined the behaviour of inorganic 
and lipid phosphates and total phosphorus. For the 
determination of phosphorus they used the colorimetric 
method of Bell, Doisy, and Briggs modified by Ferranti 
and Gianetti. This latter modification consists in 
substituting acetic acid for strong sulphuric acid. In 
normal boys the level of inorganic phosphorus decreased 
by 0-925 to 1-025 mg. per 100 ml. This diminution, 
however, coincided with an increase in lipid phosphorus. 
The total phosphorus did not vary appreciably. The 
maximal hypophosphataemia did not coincide with, but 
followed the maximal level of the hyperglycaemia. In 
the 7 diabetic children the results were entirely different. 
The maximal level of hyperglycaemia coincided with an 
increase in inorganic phosphorus in the blood (0-55 to 
1-6 mg. per 100 ml.) and a decrease in the lipid phos- 
phorus of 1-4 to 1-9 mg. per 100 ml., this leading to 
either no change or only a slight diminution in the total 
phosphorus. 

The results show, therefore, that when carbohydrates 
are given in cases of infantile diabetes the changes in 
phosphorus metabolism are the reverse of those in the 
normal child. This seems to indicate that there is a 
profound alteration in the relations of phosphorus and 
glucose in diabetes. The changes in the fractions of the 
blood phosphorus are probably the consequence of 
insufficiency of the insular apparatus. The authors 
suggest that in the normal organism the stimulus of 
hyperglycaemia provokes a reflex discharge of insulin 
and through it the formation of a phosphoric-acid ester 
of carbohydrate. For this purpose the inorganic frac- 
tion of blood phosphorus is used. In cases of diabetes, 
when the insular hormone is deficient, the same com- 
pound can be formed only through other means. The 
lipid phosphorus would supply a compensatory mech- 
anism for the synthesis of the phosphoric-acid esters. 

E. Forrai 


850. The Diffraction Method of Measuring Red Blood 
Cells 

A. Puper. Journal of Laboratory and Clinical Medicine 
[J. Lab. clin. Med.] 32, 857-877, July, 1947. 50 figs., 
48 refs. 


In this paper from the University of Pretoria the author 
describes a refinement of the diffraction technique 
whereby the spectral patterns produced by two different 
blood films can be compared directly on one screen. He 
points out that by measurement of the diameter of the 
yellow band mean cell diameter can be calculated; the 
diameter of the outer edge of the red band makes possible 


the calculation of the smallest cells present in appreciable 
numbers, and from the diameter of the inner edge of the 
violet band the largest diameters can be obtained. The 
degree of anisocytosis is therefore indicated. A factor 
for converting the measurements into red cell diameter 
microns is given. Comparison is made of findings by 
this method and by Price-Jones curves on 42 films, 


Changing diffraction patterns during response to treat. — 


ment are illustrated. Marjorie Le Vay 


851. The Cytology of the Gastric Fluid in the Diagnosis 
of Carcinoma of the Stomach 

G. N. PapANIcoLaou and W. A. Cooper. Journal of 
the National Cancer Institute [J. nat. Cancer Inst.) 7, 
357-360, April, 1947. 4 figs., 3 refs. 


The method advocated comprises the immediate 
addition of an equal volume of 95% alcohol to fasting 
gastric juice. Smears made from the centrifuged deposit 
are fixed, while wet, in alcohol-ether mixture for 20 
minutes, stained, cleared, and mounted. The authors 
claim that the rapid fixation prevents cellular degenera- 
tion of exfoliated cells from the gastric mucosa and facili- 
tates the recognition of malignant epithelial-cell clusters. 

L. Woodhouse Price 


852. Diagnostic Value of the Secretin Test. Including 
a Report of Nineteen Operated or Autopsied Cases with 
Anatomical Studies of the Pancreas 

M. Lake. American Journal of Medicine [Amer. J. 
Med.} 3, 18-30, July, 1947. 3 figs., 16 refs. 


A commercial preparation of secretin was injected 
intravenously into patients in doses varying with the body 
weight, and duodenal contents were withdrawn at 
20-minute intervals for 1 hour. These fractions’ were 
then measured and analysed for maximum concentration 
and total output of bicarbonate, diastase, trypsin, and 
lipase. 

Results are recorded in 18 patients without pancreatic 
disease and 13 with acute or chronic pancreatitis or 
carcinoma of the pancreas. In 6 of the former group, 
and all of the latter, the condition of the pancreas was 
seen either at operation or at necropsy. [The ranges of 


normal values are rather wide and the number of cases . 


in each experimental group is small. It is thus difficult 
to make any fair summary of all the information con- 
tained in the protocols.] Decrease in diastase secretion 
was the earliest and most frequent abnormal finding. 
None of the cases of pancreatic disease showed a complete 
absence of enzymes in all fractions. Low-volume output 
of secretion was found in most cases of acute pan- 
creatitis and of carcinoma of the head of the pancreas, 
but in one instance of the latter disease there was a 
greatly increased secretion of all the enzymes and of 
bicarbonate, with the highest total volume recorded in 
any case. The composition of the duodenal contents 
was found to be very similar to that of pancreatic juice 
obtained through a fistula during secretin tests. Dis- 
appearance of bile from the duodenum following injec- 
tion of secretin seemed to indicate the presence of a 
normally functioning gall-bladder. Douglas H. Collins 
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Microbiology 


853. A Continuous Flow Method of Exposing Antigens 
to Ultraviolet Radiation 

K. Haser and B. T. Sockriper. Journal of Immunology 
[J. Immunol.] 56, 273-279, July, 1947. 2 figs., 6 refs. 


A method is described whereby vaccine suspensions to 
be inactivated may be exposed to ultraviolet light by 
passage in a thin layer between an ultraviolet lamp and a 
surrounding brass cylinder. 

[For details the original must be consulted.] 

C. L. Oakley 


VIRUSES 


854. Sensitization Experiments in Guinea Pigs follow- 
ing Injection with Simian or Rodent Poliomyelitis Virus 
C. W. JUNGEBLUT. Journal of Allergy [J. Allergy] 18, 
239-243, July, 1947. 10 refs. 


Guinea-pigs numbering 150 were sensitized by in- 
jection of a centrifuged 10% cord suspension of simian 
poliomyelitis virus or by injection of a 10% brain suspen- 
sion from paralysed mice or guinea-pigs. Rodent virus 
was given by two intraperitoneal injections of 1 ml. in 
24 hours; simian virus and normal tissue (as a control) 
by an intracerebral injection of 0-1 ml. together with 
two intraperitoneal injections, the first being given 
simultaneously with the intracerebral dose. In spite of 
this precaution 78 (52%) developed paralysis and 90% 
of paralysed guinea-pigs died. Those guinea-pigs 
which received simian virus developed shock on re- 
injection, but not more often than those injected with 
normal monkey cord. Hence the shock was due to the 
foreign animal protein and not to the virus itself. The 


_same phenomenon was observed in animals sensitized 


with mouse virus. Cross-desensitization and re-injection 
of guinea-pigs sensitized with guinea-pig virus did not 
(with 2 exceptions) result in shock. E. M. Fraenkel 


855. Studies on the Growth of Murine Encephalo- 
myelitis Viruses in Fertile Eggs 

J. T. RiorpAN and M. J. SA-Fvieiras. Journal of 
Immunology [J. Immunol.] 56, 263-271, July, 1947. 
29 refs. 


In recent years several strains of human poliomyelitis 
virus have been adapted to mice after passage through 
monkeys. These strains, which show a certain amount 
of immunological relationship, have retained their 
pathogenicity for monkeys with the exception of one 
substrain—SK (Jungeblut). The exact relationship of 
these strains to the true (Theiler’s) murine encephalo- 
myelitis virus is under dispute. The latter virus is not 
pathogenic for monkeys. 

A number of strains of Theiler’s murine encephalo- 
myelitis virus have been grown in tissue culture and the 


developingchickembryo. Jungeblut has reported growth 
of his SK and MM murine-adapted strains in both tissue 
culture and developing chick embryos, and Schultz and 
Enright have reported the propagation of Jungeblut’s 
SK and the Lansing mouse-adapted human virus. On 
the other hand, attempts to propagate strains of the 
human virus isolated in monkeys have been unsuccessful, 
with one or two possible exceptions. The most successful 
experiments were those of Sabin and Olitsky, who used 
cultures of central nervous system tissue from human 
foetuses. It is possible that if human strains could be 
grown in tissue culture an attenuated virus suitable for 
immunization might be obtained. 

The present authors have confirmed the findings of 
others that strains of Theiler’s mouse encephalomyelitis 
virus can be grown in the developing chick embryo. 
However, they have failed to cultivate in fertile hen’s 
eggs the Lansing, SK-Yale, and Ph strains of mouse- 
adapted strains, two strains of human virus derived from 
monkey spinal cord, and one strain of poliomyelitis 
virus derived from human spinal cord. 

F. O. MacCallum 


856. Cutaneous Reactions with the Virus of Herpes 
Simplex 

H. M. Rose and E® Mottoy. Journal of Immunology 
[J. Immunol.] 56, 287-294, July, 1947. 8 refs. 


Nagler, working in Melbourne, had previously shown 
that an antigen prepared from chorio-allantoic mem- 
branes infected with herpes virus gave a positive reaction 
when injected intracutaneously into individuals infected 
with the virus. The occurrence of a positive skin 
reaction was usually associated with the presence of 
neutralizing antibodies. The present authors, who 
carried out tests in New York, have prepared a more 
potent antigen by using the chorio-allantoic fluid of 
developing chick embryos inoculated by the, yolk-sac 
route. The titre of virus in the fluid was 10- or 100-fold 
higher than in membranes inoculated directly. For 
preparation of antigen, the virus was inoculated into the 
yolk sac of 7-day-old embryos. After 4 days’ incubation 
at 37°C. the chorio-allantoic fluid was removed and 
heated in a water-bath at 56°C. for 2 hours. This 
undiluted fluid was used as the test antigen, and chorio- 
allantoic fluid from normal 11-day-old embryos heated 
_in the same way acted as control; 0-1 ml. of the antigen 
was injected intracutaneously into 36 adolescents and 
adults whose ages ranged from 14 to 68, and 8 children 
ranging from 4-75 to 12 years. 

In 26 cases, all adolescents or adults, the cutaneous 
reactions were interpreted as positive, an area of erythema 
being usually associated with induration, maximal in 
extent after 24 hours and persisting for 48 hours. In 
nearly half the cases there was also a persistent wheal 
reaction at the site of injection, or an extension of that 
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wheal with pseudopod formation and surrounding 
erythema. In 2 patients, only the immediate type of 
response occurred with negative findings at 24 and 48 
hours. In 4 patients, who had a positive skin reaction 
with the test antigen and whose sera contained neutralizing 
antibody, the control antigen also produced a cutaneous 
reaction of the immediate type only. In 3 of these 
patients, however, the truly positive reaction with the 
test antigen occurred at 48 hours. One of these patients 
gave a history of sensitivity to egg protein. One 
cachectic patient gave completely negative results with 
both skin antigens, but his serum contained neutralizing 
antibody. All 8 children gave negative results. The 
results indicate that the cutaneous test with herpes antigen 
should be a useful aid to diagnosis when primary herpetic 
infection is suspected, particularly in children. 
F. O. MacCallum 


857. Resistance Induced by Vaccinia Virus to Pertussis 
Infection in Mice 

G. DaLLporr, S. M. CoHEN, and J. M. Correy. Journal 
of Immunology [J. Immunol.] 56, 295-300, July, 1947. 
34 refs. 


In 1809 Archer observed that smallpox vaccination 
mitigated the severity of human whooping-cough, and 
others have used this method of treatment from time to 
time since then. The authors have attempted to study 
the phenomenon in mice. The conditions of the experi- 
ment are somewhat artificial with regard to the problem 
in man, for in mice it was necessary to inoculate both 
agents intracerebrally. When active smallpox vaccine 
was inoculated intracerebrally into mice 7 days before 
lethal doses of Haemophilus pertussis there was a definite 
reduction in the mortality rate. There was no apparent 
effect when vaccine was injected simultaneously 1 hour 
or 1, 3, 5, or 9 days previously, and 1 or 3 days after 
H. pertussis. Heated smallpox vaccine did not protect 
mice when injected 7 days before the pertussis culture. 
Smallpox vaccine also interfered with the development of 
fatal vaccinial infection in mice induced by a neurotropic 
strain. F. O. MacCallum 


858. Ultraviolet Irradiation of Bacteriophages 
Intracellular Multiplication. (Irradiation ultraviolette 
de bacteriophages en cours de multiplication. intra- 
cellulaire) 

R. Latarser and §S. Luria. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 73, 666-673, July, 1947. 
4 figs., 8 refs. 


To throw fresh light on the complex problem of multi- 
plication of bacteriophage, ultraviolet irradiation was 
used to evaluate the rate of survival of “* naked ”’ bacterio- 
phages and those multiplying within the bodies of 
bacteria recently sterilized by irradiation. The survival 
rate when plotted on a curve is an exponential function 
of the dosage of irradiation. Experiments were made 
with the strain B of Bacterium coli infected with bacterio- 
phage T, or a number of other bacteriophages. Ultra- 
violet irradiation of varying intensity was given and the 
results were plotted on curves and interpreted biologically. 
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Irradiation of B. coli soon after the infection with bacterio. 
phage T, suppressed its infective power by inactivating 
the bacteriophage within the body of the bacterial host, 
In general, the photo-resistance of the bacteriophage- 
infected bacterial body increased during the latent period 
(the interval between the infection with a bacteriophage - 
and the lysis of the bacterial body); this was probably 
due to the accumulation around the bacteriophage of a 
substance absorbing ultraviolet irradiation. Later the 
photo-resistance diminished parallel with the increase 
in the dosage of irradiation and in accord with the 
bacteriophage multiplication indices. It was thought 
that this was due to the ultraviolet-absorbing substance 
being used up for the production of new bacteriophages, 
It would appear that bacterial lysates contained, in 
addition to active bacteriophages, another constituent 
which, independently of them, set in motion the process 
of bacteriophage growth. In the cases of multiple 
infection with several bacteriophages many of them 
penetrated apparently simultaneously into the same host 
cell, no preference being shown for any particular type 
of bacteriophage. H. P. Fox 


859. The Laboratory Diagnosis of Virus Infections 

A. W. Downie, J. A. DUDGEON, S. P. BEDson, and F. O. 
McCaLium. Proceedings of the Royal Society of 
——— [Proc. R. Soc. Med.| 40, 657-668, Sept., 1947. 
36 refs. 


860. Multiplication and Spread of the Virus of St. Louis 
Encephalitis in Mice with Special Emphasis on its Fate in 
the Alimentary Tract 

J. L. Peck and A. B. SaBin. Journal of Experimental 
Medicine [J. exp. Med.) 85, 647-662, June, 1947. 20 refs. 
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861. 
of Paracolon Bacteria 

P. R. Epwarps, M. G. West, and D. W. BRUNER. 
Journal of Infectious Diseases [J. infect. Dis.] 82, 19-23, 
July—Aug., 1947. 8 refs. 


Members of the Arizona group of paracolon bacilli 
are related directly or indirectly to Salmonella arizona 
(XXXIII Zog—). Serological relations to other 
paracolons apparently also exist but have so far been 
very imperfectly worked out. The group is one exhibit- 
ing marked biochemical uniformity, most members 
having the following reactions: 
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Of the 456 strains examined, 241 were from turkey 
poults, 121 from spray-dried egg powder (indicating 


The Serologic Classification of the Arizona Group 
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the frequency of chicken and egg infection), 53 from 
snakes, and the remainder from other birds and animals, 
including 5 from man. These strains were serologically 
classified into nineteen somatic groups by tests on alcohol- 
treated cultures. Group I contains three subgroups 

ing antigens 1,2; 1,3, and 1,4, respectively; 
Groups 2 to 19 each have single antigens (numbered 5 
to 22). Antigens 2, 7, 12, 16, 17, and 22 are identical 
with salmonella antigens XXXIII [arizona], XVIII 
[cero], XVII [kirkee], XXXVIII [inverness], XI [pretoria, 
rubislaw]. and XXI, XXVI [minnesota] respectively. 
Somatic antigen differentiation is sharp, and slide 
agglutination using sera diluted 1 in 5 or 1 in 10 was 
effective. These “O” groups could be divided into 
types by flagellar antigen analysis. The flagellar anti- 
gens are more complex, 20 factors being recognized, 
but they occur in different combinations of 2, 3, or 4 
ineach type. Again there is relationship with salmonella 
antigens, flagellar antigens 1, 2, 3, 4, 13, and (16, 19) 
corresponding to salmonella H antigens Zo4, Zes, 
g... (partial) and Zz respectively; thus relating the 
types containing them to S. cerro and S. dusseldorff 
(z, .. ), S. enteritidis (g . . .), and S. tennessee 
A formula can thus be given to any type—for example, 
Type Ar 7: 1,7,8, which “ included 114 cultures of which 
105 were isolated from poults in 36 flocks ”’. 

The five strains examined from man weré all “‘ from 
definite cases of enteric infection in which no other 
pathogenic forms were recognized’’. Arizona strains 
have been reported in an outbreak of food poisoning 
in Australia and, owing to the usual discarding of 
lactose fermentors, other strains causing human disease 
may have been overlooked. Arizona species are patho- 
genic to domestic fowl, and the serological classification 
of the group has demonstrated the primary pathogenic 
role of members of it and has been of epidemiological 
value. For example, 18 cultures of one type were 
isolated from 17 separate flocks of turkeys. Twelve of 
these flocks consisted of birds from one hatchery—S of 
the 12 being traced to the eggs of one breeder. Hence 
it appeared that this type of organism had been widely 
disseminated from the hatchery and probably originated 
from one breeder. 

[S. arizona resembles S. dar-es-salaam—though sero- 
logically completely unrelated to it—in slowly liquefying 
gelatin. Two other salmonellae—S. abortus bovis and 
S. schleissheim—also liquefy gelatin. The present work, 
showing the close serological relationship of gelatin- 
liquefying organisms to other salmonellae in addition to 
S. arizona, would seem to indicate that the salmonella 
group must be widened to admit such paracolon bacilli, 
or narrowed by the exclusion of all gelatin-liquefiers.] 

G. T. L. Archer. 


862. A Group of Diphasic Paracolon Bacteria 

M. G. West, P. R. Epwarps, and D. W. BRUNER. 
Journal of Infectious Diseases [J. infect. Dis.] 81, 24-27, 
July-Aug., 1947. 3 refs. 


Diphasic variation as found in salmonella types was 
later noted in certain organisms which, though serologic- 
ally related to the salmonellae, ferment lactose. The 


authors give details of such variation in a paracolon group 
which, though pathogenicity has not been demonstrated, 
resembles the “ Arizona group” (described by them in 
the preceding paper—Abstract No. 861) in its biochemical 
reactions. The ten strains examined were mainly re- 
covered from snakes, though one was isolated from egg 
powder. 

The cultures fell into six somatic groups. Three of 
these were characterized by antigens Ar 16 (Salmonella 
XXXVIII), Ar 19, and Ar 12 (Salmonella XVII); the 
other three were new, and were given the further numbers 
in the Arizona series (since the strains are provisionally 
classified as diphasic members of this group) 23, 24, and 
25. 

Similarly, as neither phase of any flagellar antigen was 
identical with previously observed Arizona H antigens, 
they were given numbers from 21 to 28 in continuation 
of the Arizona H series, 21 and 22 being the two “ H”’ 
phases of cultures in ““O”’ groups 16 and 19, 21 and 23 
the ‘“‘H”’ phases of the strain in “*O” group 12, while 
the remaining formulae were: “‘O”’ 23, ““H” 24-25; 
“O” 24, “H” 26-25; and “O” 25, “H” 27-28. 
The antigens are related to salmonella antigens as follows: 
21 (weakly) to “ a” (para A phase 1),.22 (weakly) to “ k ” 
(thompson phase 1), 23 (strongly) to “1, Z,3”’ (uganda 
phase 1), 24 (strongly) to “‘ r”’ (rubislaw phase 1), 27 to 
“Zio” [illinois phase 1], 28 to “en.” ...). The 
variations were discovered on account of these relation- 
ships. Variants were prepared by growth in soft agar 
containing antiserum to the contrary phase. Spon- 
taneous variation was also demonstrated in each case. 

G. T. L. Archer 


863. Diagnosis of Brucella Infection by Agglutination 
Tests. (Sulla diagnosi delle infezioni da brucelle con la 
reazione di agglutinazione) 

F. Grazzini and L. Lapt. Giornale di Batteriologia e 
Immunologia [G. Batt. Immun.] 36, 385-400, July, 1947. 
22 refs. 


While the serological reactions of the salmonella group — 


have become clearer through the modern technique of 
antigen preparation, there are still great difficulties 
connected with the diagnosis of brucellosis. Agar 
cultures show a quick transition from S to R variation. 
The practical importance in Italy of the diagnostic 
reactions is shown by the fact that in the province of 
Toscana alone there were 5,831 cases during 1931-40. 
Agglutination at the 1 in 200 dilution must be taken as 
the significant limit, since errors creep in through non- 
specific agglutinins. The of Pagnini (G. Batt. 
Immun., 1938, 1, 550; 1942, 29, 649) on the heat resistance 
of brucella agglutinins showed that there was a difference 
between non-specific R agglutinin and specific R agglutinin 
produced in infections at the R phase. The heating of 
sera to 56°C. for 20 to 30 minutes removed the non- 
specific agglutinins and left the specific one almost 
intact. The strains which were used for this test were 
cultured in the presence of dyes and their hydrogen 
sulphide production was checked. The authors used 
strains of Brucella melitensis, paramelitensis, abortus, 
para-abortus, suis, and parasuis. 
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The authors confirmed the general and greater resist- 
ance to heat of the specific brucella antigens in 200 sera. 
Brucellae killed with formol in the R phase lost much of 
their agglutinability. The authors’ material was too 
small to permit exact diagnostic conclusions to be drawn, 
but they consider it worth while introducing Pagnini’s 
technique into human investigations. E. Forrai- 


864. Protective Antigens Isolated from Br. abortus 

J. S. PATERSON, N. W. Pirie, and A. W. STABLEFORTH. 
British Journal of Experimental Pathology [Brit. J. exp. 
Path.| 28, 223-236, June, 1947. 17 refs. 


A method of extracting a soluble antigen from Brucella 
abortus is described. The organisms are extracted for 
2 weeks with 2% phenol; the extract is then concentrated 
by ultrafiltration and the antigen is isolated by ultracentri- 
fugation. The best yield of antigen obtained amounted 
to 13% dry weight of the organisms. The antigen 
withstood heating to 100°C. for 1 hour in solution. 
The following percentage composition was found: 
nitrogen, 4 to 5; carbohydrate, 10 to 12; formyl, 4 to 
5; phosphorus, 0-7 to 2, mostly as phospholipid. 

Intradermal inoculation of the antigen in rabbits 
produced some local reaction, and agglutinins appeared 
in the blood to a titre of 1 in 1,280. An agglutinin titre 
of 1 in 40 appeared after injecting as little as 0-0003 mg. 
of antigen. The local reaction was much more pro- 
nounced in animals which had been previously scarified 

_ with living Br. abortus. Inoculation into guinea-pigs 
conferred protection against a subsequent dose of 
virulent organisms. D. J. Bauer 


865. Lead Poisoning and the Production of Agglutinins 
in Relation to Recent Knowledge of the Structure of S. 
typhi Antigens. (Intossicazione da piombo e produzione 
delle agglutinine in rapporto alle recenti acquisizioni sulla 
struttura antigene della S. typhi) 

F. GentiLe. Giornale di Batteriologia e Immunologia 
[G. Batt. Immun.] 36, 417-344, July, 1947. 1 fig., 27 
refs. 


Substances which stimulate antibody production 
include proteins, metal salts, and different arsenical 
compounds; substances which retard it include alcohol, 
nicotine, atropine, pilocarpine, quinine, and lead salts. 
-The author investigated the behaviour of H and O anti- 
gens in the blood serum of rabbits vaccinated with a 
strain of Salmonella typhi containing these two antigens 
and then treated with lead salts known to be toxic. The 
injections were made in the abdominal wall. A 1 in 
500 solution of neutral lead acetate was used. Into 
each rabbit of approximately 2 kg. weight 80 mg. of lead 
acetate was injected within a period of about 20 days. 
The first three injections, containing 10 mg. each, were 
given daily; 2 days later four injections each of 10 mg. 
were given at intervals of 3 days. The last injection was 
given after an interval of 4 days. The vaccination was 
performed with a bacterial suspension of a 24-hour agar 
culture of S. typhi in 10 ml. of physiological saline. The 
strain used was known to contain the antigens H and O. 
For the first injection of the vaccine 0-5 ml. was given 


hypodermically after 40 mg. of lead acetate had been 
injected; a second dose of 1 ml. was given after the rabbit 
had received 50 mg. of lead acetate. After receivj 
60 mg., it was given 1 ml. intraperitoneally; after 70 mg., 
2 ml. intraperitoneally. Finally, after the completion 
of the lead acetate injections a last intravenous injection 
of 1-5 ml. vaccine was given. The results showed that 
the production of antigens was lower than in normal 
rabbits. This lowering was due to the diminution of 
H antigen while antigen production remained the same. 
E. Forrai 


866. Inhibition of Growth of Bact. typhosum by Methyl 
Derivatives of Indole and Tryptophan 

P. Fitpes and H. N. Rypon. British Journal of Experi- 
mental Pathology (Brit. J. exp. Path.| 28, 211-222, June, 
1947. 6 figs., 8 refs. — 


The strain of Bact. typhosum (Salmonella typhi) used 
in these experiments could not grow unless indole was 
added to the medium; the inhibitory effect of various 
methylindoles was investigated. Substitution of the 
methyl group in the 1, 2, and 3 positions produced no 
inhibition, but methylindoles substituted in the remaining 
positions inhibited growth, 4-methylindole being the 
most active inhibitor. The action of this compound was 
studied in detail. The reaction concerned is the forma- 
tion of tryptophan from indole and serine. The con- 
centration of serine in the medium has no effect upon 
the growth rate, since the organism can synthesize it; a 
concentration ratio of serine to inhibitor cannot therefore 
be determined. The ratio of indole to 4-methylindole 
was investigated, and it was found that growth was 
completely inhibited for some days when the compounds 
were present in the medium in the proportion of 1 to 30. 
The methylindoles did not inhibit growth when trypto- 
phan was added to the medium instead of indole, and it 
is therefore concluded that 4-methylindole acts by 
competing with indole and blocking the synthesis of 
tryptophan. When 4-methyltryptophan was used as an 
inhibitor to indole the presence of tryptophancounteracted 
the inhibition competitively; 4-methyltryptophan did 
not compete with indole or serine. These results suggest 
that 4-methyltryptophan competes with tryptophan in 
some further reaction of synthesis, the nature of which is 
unknown. The significance of the position of the methyl 
group in methylindole and methyltryptophan in producing 
inhibition is discussed with reference to the resonance 
theory. D. J. Bauer 


867. The Effect of Streptococcus pyogenes Extracts 
and Filtrates on Various Bacteria 

L. G. Nutini, T. A. KeLty, and M. A. McCDowéELL. 
Journal of Bacteriology {J. Bact.) 53, 575-580, May, 
1947. 19 refs. 


The products of Streptococcus pyogenes (one strain) 
used in the authors’ experiments were: (1) a protein-free 
alcohol extract of Str. pyogenes cells, which had been 
grown on “ difco”’ brain—-heart infusion made up with 
1-5% agar; (2) a protein-free alcoholic extract of the 
medium (brain-heart infusion broth) on which Str. 
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pyogenes had been grown; (3) an extract similar to 2 
but derived from a culture which had been subjected to 
48 hours’ ultraviolet irradiation; (4) an unheated sterile 
filtrate of the medium (brain—heart infusion broth) in 
which Str. pyogenes had been grown; (5) a filtrate 
similar to 4 but from an irradiated culture. 

The organisms against which all these extracts and 
filtrates were tested, in concentrations of 0-1 to 5%, were: 
Bacterium coli, Bact. aerogenes, Shigella dysenteriae, 
Staphylococcus aureus, and Streptococcus pyogenes. 
The cell extract was also tested against Corynebacterium 
diphtheriae, Salmonella typhi, S. enteritidis, S. paratyphi, 


Bacillus subtilis, and Diplococcus pneumoniae Type 1. 


Growth of test organisms was measured in terms of 
increase or decrease of the number of colonies by a pour- 
plate method. 

In general, cell extracts had either a slightly inhibitory 
or little effect on the Gram-negative organisms; all the 
Gram-positive bacteria, with the exception of Dipl. 
pneumoniae Type I, were stimulated. The only really 
effective inhibition was on Dipl. pneumoniae, and it was 
also found that in 5° concentration the extract inhibited 
the fermentation of sucrose, lactose, and glucose by this 
organism. 

The effects of broth extracts and filtrates, from both 
irradiated and non-irradiated cultures, are too varied to 
be summarized, but slight inhibition of growth was the 
most common finding. On the other hand, Strep. 
pyogenes was markedly stimulated by all the preparations 
except the irradiated extract of broth media, which 
produced an inhibition of growth at lowest and highest 
concentrations. T. D. M. Martin 


868. The Role of Phagocytosis in Resistance, as Related 
to Age of Granulocytes following Primary and Reinfection 
Studies with Hemolytic Streptococci in Macacus 
rhesus 

S. SAsLaw and C. A. Doan. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 32, 878-885, 
July, 1947. 3 figs., 11 refs. 


An account is given of further studies on the phago- 
cytic activities of granulocytes in various stages of 
maturity during primary infections and also during late 
reinfections with the same organism. 

The authors, employing a modification of Huddleson’s 
opsono-cytophagic reaction, tested the phagocytic 
properties of the circulating granulocytes of rhesus 
monkeys infected with Group C haemolytic streptococci. 
The degree of phagocytosis was determined by counting 
the number of bacteria within 25 polymorphonuclear 
leucocytes during infection and comparing this figure 
with that obtained before infection. Daily counts were 
made over a period of 2 to 3 weeks during infection, and 
the age of each granulocyte, according to the lobation of 
the nucleus, was recorded. 

Intranasal inoculation of monkeys with Group C 
haemolytic streptococci caused a sharp polymorpho- 
nuclear leucocytosis, but there was no marked change 
in the opsono-cytophagic index. When these animals 
were inoculated with the same organism after an interval 
of 2 months or more there was a prompt and significant 


rise in the opsono-cytophagic index but no definite 
leucocytosis. In spite of the relatively low leucocyte 
counts during the reinoculation period the absolute 
number of bacteria engulfed by the leucocytes in 1 
c.mm. of blood was greater than during the initial 
inoculation, owing to the increased opsono-cytophagic 
index. The younger granulocytes (band-forms to 
three-lobed nuclei) generally showed greater phagocytic 
activity than cells with four to seven lobed nuclei. 

It is suggested that the increased phagocytosis noted 
during the reinoculation period depends on the activation 
of the leucocytes by a specific substance in the serum, 
boosted by the reinoculation. 

[In this paper the terms “ opsono-cytophagic ”’, 
** phagocytic’, and “ opsonic indices’’ appear to be 
used loosely to indicate the same measurements. 
Although considerable attention is paid to the number 
of bacteria engulfed by the more primitive granulocytes, 
detailed counts of the various types of polymorpho- 
nuclear leucocytes are not given.] H. J. Bensted 


869. Observations on Anti-streptolysin and  Anti- 
staphylolysin Titers in 855 Internal Medical Cases. [In 
English] 

A. WESTERGREN and §. STAvENOW. Acta Medica 
Scandinavica [Acta med. scand.] Suppl. 196, 546-574, 
1947. 1 fig., 46 refs. 


Repeated estimations of antistreptolysin titre (AST) 
were carried out on 855 general medical cases (excepting 
cases of tuberculosis), and of antistaphylolysin titre 
(ASta) on 407 cases. There was no significant difference 
in the frequency of increased AST or ASta between males 
and females. The material was divided into the age 
groups 16 to 25, 26 to 35, 36 to 50, and over 50 years, 
comprising 10, 18, 31, and 41% respectively of the whole 
series. No difference was found in respect of the three 
younger age groups, but in patients over 50 years old 
elevation of AST was less common (16-9%) than in 
the younger age groups (30-5%). No corresponding 
difference was found with regard to ASta. It is pointed 
out that this finding in patients over the age of 50 does 
not correspond to any lesser degree of sickness in such 
patients. An increased erythrocyte sedimentation rate 
and fever were both present more frequently in the older 
than in the younger patients. 

In clinical streptococcal diseases including acute 
polyarthritis, acute glomerulonephritis, and acute 
tonsillitis—a high incidence of elevation of AST (over 
200 units) was found, about 80% of the cases showing 
such titres. The ASta was increased in about one-third 
of the cases (over 1 unit). The cases of acute nephritis 
are also considered by themselves: 100% of the afebrile 
cases showed increased AST and about 90% of the 
** subfebrile ”’ cases showed a similar change. The ASta 
was not increased in any of the afebrile cases, while 
about 63% of the ‘* subfebrile ’’ cases had an increase in 
titre. 

In chronic nephritis and in chronic polyarthritis about 
29% of the cases had an increase in AST, while increased 
ASta was shown by 40% of the cases of chronic nephritis 
and by 63% of the cases of chronic polyarthritis. In | 
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acute pneumonias 24% had increased AST and 33% 
increased ASta. In chronic pulmonary diseases— 
including cases of asthma, carcinoma of the lung, and 
silicosis, but excluding tuberculosis—the figures were 16 
and 34%. In chronic heart disease the figure was 19% 
for both titres, and in a group of chronic diseases— 
including diabetes, leukaemia, and severe anaemia 
—16% for both titres. Gastro-intestinal diseases— 
including peptic ulcer, gastritis, and chronic colitis—were 
related to increased AST in 14% of cases and increased 
ASta in 8%. Ina group of neuroses [the types are not 
specified] the figure for AST was 5 to 10%, but for ASta 
it was 30 to 40%. 

A correlation was demonstrated between the AST and 
ASta titres, and the erythrocyte sedimentation rate and 
pyrexia. In general, there were increased titres where the 
sedimentation rate was elevated or where fever was 
present. Some exceptions were noted—for example, in 
the neuroses. R. B. Lucas 


870. The Action of Urea and Some of its Derivatives on 
Bacteria. VI. The Antibacterial Activity of Propyl and 
Isopropyl Carbamate, Alone and in Combination with 
Sulfonamides, and the Effect of these Drugs on para- 
Aminobenzoic Acid 

L. WEINSTEIN. Journal of Immunology [J. immunol.] 56, 
195-201, July, 1947. 7 refs. 


871. The Action of Urea and Some of its Derivatives on 
Bacteria. VII. The Antibacterial Activity of Butyl and 
Isobutyl Carbamate, Alone and in Combination with 
Sulfonamides, and the Effect of these Drugs on para- 
Aminobenzoic Acid 

L. WEINSTEIN. Journal of Immunology [J. immunol.] 56, 
203-210, July, 1947. 7 refs. 


Butyl, isobutyl, and propyl carbamate are bacterio- 
static for many Gram-negative bacteria as well as for 
some Gram-positive bacteria; the butyl derivative of 
urea is bactericidal for Gram-negative bacteria. The 
relative antibacterial activity, if urea be taken as 1, is: 
urethane, 2; propyl carbamate, 6 to 10; butyl carba- 
mate, 12 to 20; increased length of chain in the urea 
compounds is associated with increased antibacterial 
activity. Addition of non-bacteriostatic quantities of 
propyl, butyl, or isobutyl carbamate to non-bacterio- 
static quantities of sulphonamide may yield highly 
bacteriostatic mixtures. Propyl carbamate, isopropyl 
carbamate, and butyl carbamate all inhibit the anti- 
sulphonamide effect of p-aminobenzoic acid; this 
neutralizing effect qualitatively resembles that of urea 
and urethane, but increases with increasing length of the 
substituting chain. C. L. Oakley 


872. Bacterial Toxins 
A. M. PAPPENHEIMER. Federation Proceedings (Fed. 
proc. 6, 479-484, June, 1947. 34 refs. 


Chemical analysis of highly purified diphtheria and 
botulinus toxins has not revealed any characteristic toxic 
group. The extraordinary potency of some exotoxins 
and the latent period before toxic effects appear after 


injection suggested that they act by interfering with the 
synthesis of some essential enzyme. 

The author suggests that diphtheria toxin may be the 
protein moiety of an iron-containing respiratory enzyme, 
The presence of iron in a culture medium inhibits the 
production of diphtheria toxin, and the degree of 
inhibition is proportional to the amount of iron present, 
He suggests, as a working hypothesis, that diphtheria 
bacilli retain their capacity to synthesize porphyrin and 
a protein moiety (toxin). If iron is deficient for the 
production of the complete enzyme the porphyrin and 
toxin are excreted as waste products. The catalase 
content of diphtheria bacilli was proportional to the 
amount of iron added and inversely proportional to the 
toxin production. Other considerations, however, 
showed that it was most unlikely that catalase was the 
toxin-containing enzyme. Succinate oxidation by suspen- 
sions of diphtheria bacilli was proportional to their iron 
content and inversely proportional to the amount of 
toxin produced. The author considers that diphtheria 
toxin is the protein moiety of cytochrome b and acts by 
blocking the synthesis of cytochrome b or some closely 
related enzyme in the susceptible animal. 

Scott Thomson 


873. Crystalline Bacterial Catalase 
D. Hersert and A. J. Pinsent. Nature [Nature, Lond.] 
160, 125-126, July 26, 1947. 1 fig., 8 refs. 


Using a method first employed by Penrose and 
Quastel in 1930—namely, lysis of bacteria by lysozyme— 
the authors have succeeded in isolating crystalline 
catalase from Micrococcus lysodeikticus. The bacteria 
were grown on C.C.Y. agar in large enamelled trays, 
harvested, washed, suspended in 0-5 sodium chloride, 
and lysed with crystalline lysozyme obtained from egg- 
white (1 mg. per g. bacteria). By treatment of the lysate 
in a manner outlined in their paper they eventually 
obtained a fraction containing almost pure catalase. 
This was taken up in a minute amount of water and 
centrifuged, and on standing at room temperature the 
enzyme crystallized out. The crystals were always 
octahedra—no needle forms were found—and were very 
similar to the crystalline catalases of horse, sheep, and 
Ox tissues. 

The crystalline enzyme is an iron—porphyrin protein, 
and an interesting finding was the remarkably high 
concentration of catalase in M. Ilysodeikticus. The 
authors calculate that the amount of catalase present 
would enable each cell to decompose about 47 times its 
own weight of hydrogen peroxide per minute, and make 
the comment: “‘ Such large amounts of hydrogen peroxide 
could scarcely be formed as a result of cell metabolism, 
and it is difficult to devise any teleological explanation 
for this high enzyme concentration unless, as Keilin has 
suggested, catalase has other functions besides the simple 
decomposition of hydrogen peroxide ”’. 

T. D. M. Martin 


874. Dissemination of Haemolytic Streptococci in Air 
L. CoLeBrook and W. P. D. Ross. Lancet [Lancet] 2, 
792-794, Nov. 29, 1947. 4 refs. 
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875. Oral Administration of Penicillin in Pediatrics 

H. A. REISMAN, A. A. GOLDFARB, and M. MOLLoy. 
American Journal of Diseases of Children [Amer. J. Dis. 
Child.) 74, 19-31, July, 1947. 2 figs., 28 refs. 


The authors have endeavoured to find an effective 
method for oral administration of penicillin. Ina review 
of the literature it is noted that gastric juices are said to 
inactivate penicillin, but that some authors claim that 
the loss of penicillin after oral ingestion is primarily due 
to the inability of the gastro-intestinal tract to absorb 
the drug, which is eventually destroyed by the penicil- 
linases produced by organisms in the bowel. 

Penicillin solution containing the buffers aluminium 
hydroxide, calcium carbonate, and magnesium oxide was 
used to investigate its value in severe infections of children, 
conditions treated including infections of ear, nose, 
throat, larynx, or bronchi. The sensitivity of the causal 
organisms to penicillin was not determined. Blood 
levels of penicillin were estimated at varying intervals. 
The first group of patients was treated with doses of from 
50,000 to 100,000 units (in 1 case 1,000,000 units hourly 
by day and 2-hourly by night). The second group had 
doses of 50,000 units every 2 hours day and night, while 
a third group received 100,000 units every hour. The 
length of treatment varied from 2 to6days. The diseases, 
with dosage and results, are tabulated. Despite large 
doses, neither the laboratory nor the clinical results were 
encouraging. Three toxic reactions occurred: two were 
urticarial eruptions, and one was an exacerbation of a 
former fungus infection of the skin. 

' To determine the effect of the ingestion of food on the 
absorption and blood levels of penicillin two sets of 
control studies were initiated. Seven normal adults 
were given 100,000 units of penicillin hourly for seven 


doses starting at 10 a.m. and ending at 4 p.m. Six had’ 


no breakfast, while the seventh control had a meal at 
9a.m. All ate the same lunch at 12.30 p.m. and had a 
further meal at4p.m. Higher blood levels were obtained 
by giving pure penicillin dissolved in saline than by giving 
penicillin with buffer salts in tablet form. There were 
uniformly good results when the patient fasted, and 
absorption was poor when the subject had breakfast as 
well as lunch. The lowest oral dose to give a blood level 
above 0-03 unit per ml. of blood when taken fasting 
was 100,000 units. The second set of control studies was 
carried out on children convalescent from scarlet fever. 
One dose of 50,000 or 100,000 units (the latter proving 
the more effective) was given at various times in relation 
to a standard meal eaten at 11 a.m. each day. Penicillin 
given 30 to 15 minutes before the standard meal, or 3 hours 

er it, was well absorbed, but if given between these 
limits most of it remained unabsorbed. Blood levels 
reached their maximum 15 to 30 minutes after ingestion, 
but dropped below an effective level after 14 to 2 hours. 

It is concluded that effective blood levels are obtained 


only when 100,000 units are given every 3 or 4 hours on an 
empty stomach to both children and adults. The drug 
is preferably administered in a fluid state and may be 
given without a buffer. B. S. P. Gurney 


876. Specific Reading Disability. A Familial Syndrome 
Associated with Ambidexterity and Speech Defects and a 
Frequent Cause of Problem Behavior 

R. S. Eustis. New England Journal of Medicine [New 
Engl. J. Med.| 237, 243-249, Aug., 21 1947. 14 refs. 


The title clearly explains the nature of the paper, which 
is a study of 20 male and 3 female children, 17 of whom 
attended private schools; of the other 6, 5 went to 
selected private schools where individual tutoring could 
be supplied. The children were followed up over an 
average of 8 years. There was a behaviour problem in 
13 of them, and 22 were failures at school; 18 gave a 
family history of disability; speech was delayed in 6, 
and 11 had speech defects. Further details of the 
study are set out in the following table: 


> 
# 
| | 2 53 
Yrs ,Yrs 
1} 7/23) 96|R+L}|R+L _ | Moderate| Poor 
2, 6/14) — | R+L | L+Rf |} Mild Good 
3) 11 117| R tt 
4| 11 | 16] 136} R4+L 
7|15' — IR R Moderate 
6| 91/15) 107 | L+R | Rt Mild 
7} 7/12) — |R+L{|L+Rt 
8} 6/14); 98| L+R/}L+R Moderate | Poor 
9| 12 , 28] 1200|} L+R}|L Severe Good 
10; 8/19} —|R+L/R Mild 
11} 10} 19} 121 | L+R)L 
12} 11 | 22} 102 Lt 
13} 117} L+R | RT Poor 
14) 9/13) 92} R+L/R Good 
15} 9/18} 96; R+L/R Moderate | Poor 
16} 9|16) — | R+L tt Severe Good 
17} 7,21) 110; Improved 
18; 8 128) R R Good 
19} 8/17) 106} R+L/R 
20! 8 100} L+R | Rf Improved 
21! 6/13) 100} R+L | R+L Moderate | Good 
22} 6/20) 85|R+L/|R Improved 
23| 71/16; —|R R Good 


* Patient had hemiplegia. 
+ Crossed laterality. : 
t Vision of other eye defective. 


The paper includes a discussion of the findings of the 
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inquiry and of various forms of treatment, and ends with 
a summary as follows: 

“* Specific reading disability is a definite entity usually 
associated with ambidexterity and speech defects both in 
the patient and in the family tree. Ambidexterity, left- 
handedness, and speech defects are not causes of specific 
reading disability. They are merely frequently associ- 
ated findings and as such are to be regarded as part of 
the same picture. Crossed laterality and amphiocularity 
seem to occur approximately as often in normal children 
as in children with specific reading disability. They are, 
therefore, probably neither causes of the disability nor 
frequently associated findings. 

“* Specific reading disability may occur in children of 
any degree of intelligence, but intensive treatment is 
hardly worth while in those who are below the normal 
range. Unrecognized or inadequately treated, it fre- 
quently results in frustation, discouragement, and pro- 
blem behaviour. When properly treated, patients with 
normal to superior intelligence are able to do well in 
school and college. Mild cases can be handled success- 
fully by some schools, although they respond more 
quickly and with less discouragement and problem 
behaviour to skilled individual tutoring. Moderately 
severe and severe cases need intensive individual tutoring 
for several years. The older patients, especially, need 
an interested and understanding physician or psychiatrist 
to supervise the course of treatment and to encourage 
them and their parents. Frequent changes of school or 
of methods of treatment are of no benefit. Children 
who do not learn to read in the first grade should be 
studied carefully, and if they prove to have specific 
reading disability they should be taught to read, write, 
and spel] by phonetic and kinesthetic methods. General 
practitioners and pediatricians should know enough about 
the subject to make a provisional diagnosis in cases of 
specific reading disability that may be brought to them 
for school failure or problem behaviour, and to advise 
the parents accordingly.” E. H. M. Milligan 


877. Meat in the Diet of Young Infants 

R. M. LEVERTON and G. CLARK. Journal of the American 
Medical Association [J. Amer. med. Ass.] 134, 1215-1216, 
Aug. 9, 1947. 


Experiments in infant feeding are always interesting. 
From the age of 6 weeks 18 babies received 25% extra 
protein in the form of strained meat added to their 
bottle-mixtures of milk and dextrimaltose. This repre- 
sented about 1 oz. (28 g.) of strained meat in a day’s 
mixture. The dextrimaltose was reduced in amount to 
equal the calories furnished by the meat. The experi- 
ment was successful in so far as: (1) the infants tolerated 
the extra 25% meat-protein; (2) their haemoglobin levels 
were raised to between 113-3 and 122-2%, compared 
with the figures 89-7 to 106-2% for a control group of 
normal infants of the same age. 

[If the latter figures are normal for age, what benefit 
is gained by artificially raising them? The value of 
raising the protein intake in some cases of infant feeding 
is well established; this can equally well be effected by 
adding casein preparations. ] W. G. Wyllie 


878. Factors Influencing Retention of Nitrogen and 
Calcium in Period of Growth. VII. Effect of Methy) 
Testosterone 
J. A. JOHNSTON. American Journal of Diseases of 
Children [Amer. J. Dis. Child.] 74, 52-57, July, 1947, 
1 fig., 15 refs. 


In this series of investigations on the factors influencing 
growth, nitrogen was studied as an essential component 
of the active tissues and calcium as an essential element 
of the skeletal system. The present paper deals with 
the action- of methyl testosterone in relation to these 
factors. When this hormone was given to growing boys 
there was decreased calcium output in the urine but the 
amount of calcium in the faeces increased; the calcium 
balance became negative. On the other hand, as has 
been previously observed, the storage of nitrogen was 
increased, and the basal metabolic rate was slightly 
raised, though this is not true for testosterone propionate, 
It would appear from a footnote that in cases of osteo- 
porosis, the effect of testosterone on the calcium balance 
of an adult is the reverse of that found in normal children, 

Patrick Mallam 


879. New Ideas on the Prophylaxis and Treatment of 
Diarrhoea in Infants. (Nové nazory na profylaxi a 
léébu prajmovych onemochéni kojenca) 

J. Svescar. Casopis Ceskych (Cas. Lék. ées.] 86, 
725-731 and 757-760, June 20 and 27, 1947. 6 figs., 
11 refs. 


The views on the pathogenesis of infantile diarrhoea 
have changed during the last thirty years. Originally 
interpreted as a primary disease of the intestinal tract, 
it was later regarded as due to disorders of nutrition and 
especially artificial feeding. This creates a predisposition 
to the disease by overtaxing the infant’s digestive capacity. 
Studies of the intestinal flora in the healthy and in the 
sick infant threw new light on this question. A bacterial 
invasion of normally sterile parts of the intestinal tract, 
either from outside or by endogenous ascent from its 
lower sections, was eventually held responsible. The 
reduced incidence of gastro-enteritis and the shifting 
of the seasonal peak from the summer to the winter 
months—the time of the highest rate of catarrhal in- 
fections—in countries with a high standard of milk 
production provides further proof of the bacterial 
origin of the disease. On this conception the author 
treated 217 cases of infantile diarrhoea with sulphonamide 
and penicillin. 

Eight groups of cases are distinguished: newborn 
infants (26), premature infants (26), cases of enteral and 
of parenteral infection, with (25 and 37 cases respectively) 
and without toxic symptoms (30 and 60 cases respectively), 
cases of colitis (16), and relapsed cases (5). The rate 
of breast-feeding, including newborn, premature, and 
partly breast-fed babies, was 44%. 

The reported results are striking: the total mortality 
rate was only 5-9% (13 cases, not including 2 patients 
admitted in a moribund condition). This low rate is 
remarkable in view of the inclusion of newborn and 
premature babies and of cases of severe toxaemia and 
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dehydration. The relatively highest death rate was 
encountered in the cases of parenteral diarrhoea with 
toxic symptoms. The most frequent fatal complica- 
tion was pyodermia, followed in importance by broncho- 
pneumonia and by otitis media. Irrespective of age and 
condition the treatment consisted in the administration 
of sulphaguanidine and “ sulphasuxidine”, with an 
initial daily dose of 2-5 g. (100-25 g.), reduced to half 
this amount on each of the following 4 days. It was com- 
bined with penicillin therapy (a total daily dose of 
40,000 i.u. in eight injections) in newborn and premature 
infants, and in severe parenteral infections with pro- 
nounced toxic symptoms and lapsed cases. In many of 
these cases blood transfusion and intravenous drip 
infusions were administered. Diet was of secondary 
importance because quick rehydration, improvement in 
the consistency of stools, and consequently re-alimenta- 
tion, could be achieved in 2 to 6 days. The longest 
hospital treatment (mean, 17-9 days) was required in 
the group of parenteral diseases with toxic symptoms. 
The shortest stay in hospital was 24 hours in a breast- 
fed baby. On the average, stay in hospital lasted 8-7 
days. The cases of colitis showed the slowest response 
to treatment, but there too the general condition usually 
improved in 5 days. 

The author concludes that combined sulphonamide 
and penicillin treatment eliminates existing parenteral 
infections before localization occurs, and prevents 
superinfection. The sulphonamides, by their action on 
Bacterium coli in the intestinal tract, prevent the decom- 
position of penicillin by penicillinase. Simultaneously, 
the resorption of toxic products of metabolism may be 
inhibited. 

The wide use of dried milk products in infant feeding 
is considered an important factor in the prevention of 
gastro-enteritis, because of their bacterial sterility and 
easier assimilation. A graph shows the resemblance of 
the amino-nitrogen level in the blood after ingestion of 
half-strength dried milk to the level after the intake of 
breast-milk, whereas half-strength cow’s milk produces 
arather different curve. The favourable effect of sulpha- 
guanidine, given at the onset of diarrhoea without 
alteration in feeding, on the patient’s weight is tabulated 
in 2 cases. Penicillin has a similar effect. 

M. Dynski-Klein 


880. Obesity in Children; Experience with Weight- 
reduction Treatment in a Bracing Climate at High Alti- 
tude. (Beitrage zur Kenntnis der kindlichen Fettsucht 
nach Erfahrungen mit Entfettungskuren im Héhen- 
Reizklima) 

J. Brock. Archiv fiir Kinderheilkunde [Arch. Kinder- 
heilk.| 133, 54-72, 1947. 1 fig., 21 refs. 


The author examines critically the immediate and 
permanent results of treatment in 20 obese children. He 
follows Brock’s scheme whereby a daily calorie value of 
half the basic metabolic rate is given (on an average 
750 cal.). Fats are mostly excluded but the diet is rich 
in protein. The treatment starts with one or two fruit- 
days, when the children remain in bed. After this they 


are allowed up and take part in walks and P.T.; they are 
given ultraviolet irradiation and three sun-baths weekly 
in spite of their insufficient food intake. They received 
0-1 g. thyroid 2 or 3 times daily, and in the majority of 
cases 1 to 2 ml. “salyrgan’’ weekly. The author, 
however, considers the latter useless in these cases. 

The average weight above the normal was 15 kg. at the 
start of the treatment. The average weekly loss over 8 
weeks was 1-26 kg., making an average total loss of 10-4 
kg. There was no failure. The treatment was not 
ordinarily continued until the normal weight was reached, 
because of extraneous circumstances. It was remarkable 
that the sensation of hunger was entirely absent in these 
children, who remained quite active. The author 
compares them with the undernourished children in 


‘Germany at present, who are hungry, show loss of energy, 


and become dull. He thinks it can be explained by the 
fact that hunger is mainly felt when the blood-sugar level 
drops; if it remains stationary, even on a lower plane, 
as is the case in severe starvation, no hunger is felt. The 
undernourished children in Germany do not get enough 
first-class proteins, which accounts for their loss of energy, 
and not enough fats, which makes them dull. Lack of 
fats did not make itself felt in the children: treated, 
because the period of deprivation was a relatively short 
one. 

The obesity could not be explained by an increased 
appetite and increased food intake, but the author thinks 
that there must be an endogenous factor which he calls 
the “‘ lipomatous tendency”. This lipomatous tendency 
arose in one-third of the children just before puberty; 
the rest had it either as small children or in early school- 
life. There was a familial history of obesity in 75%. 
The author does not think that there is a spontaneous 
regression after puberty, and advises treatment for all 
cases of high-grade obesity in children. 

To ascertain the permanent effects of the treatment in 
these children the author examined them again 2 years 
later. They had been advised to maintain their diet 
at home. Only 18 out of 22 could be contacted; in 
them, the late results of treatment were very good if the 
diet was adhered to and only bad if dieting was neglected. 
Two patients had good late results although they were not 
dieting. This shows that the tendency to obesity, as well 
as the obesity can be influenced. This influence is the 
more easily exerted the longer the treatment is continued. 

The author thinks that even benign obesity in children 
is due to a deviation of the normal neuro-endocrinal 
regulation of metabolism, but prefers to call it “‘ constitu- 
tional obesity in children ” in contrast to other forms of 
obesity in childhood. E. Lejbowicz 


881. The Ulcerated Urethral Meatus in Male Children 
P. Freup. Journal of Pediatrics [J. Pediat.) 31, 131- 
141, Aug., 1947. 7 figs., 19 refs. 


This peculiar lesion consists of a superficial ulcer 
affecting the periphery of the meatus and cracking its 
labia to a width and depth of up to 3 mm. The ulcer 
always remains superficial and localized and never 
involves the deeper parts of the urethra. Urethral 
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discharge does not occur and there is no fever. The 
inguinal lymph nodes are sometimes swollen and tender. 
Crusts form rapidly on the surface of the ulcer and may 
partially or completely obstruct the meatus. This leads 
to difficulty in voiding and therefore is followed by 
urinary retention. 

Twenty-five cases were observed at regular intervals 
for a period of at least 14 years, and reference is made to 
16 more patients ranging in age from 54 months to 7 years 
but these cases are not tabulated. All 41 cases showed a 
shortening of the antero-posterior diameter of the 
urethral orifice to 3 mm. or less. Several patients were 
seen first with only a congenital shortening of the antero- 
posterior diameter and no other pathognomonic signs; 
they later returned with the typical picture of an ulcerated 
meatus. The lesion occurred usually in circumcised 
boys and in the majority of the cases ammonia dermatitis 
was an aetiological factor. 

The acute condition with difficulty and pain in voiding 
is best treated by a drop of 2% procaine solution on the 
surface of the ulcers, which immediately relieves pain and 
enables the children to urinate. The mothers are told 
to place the children in a warm bath, which stimulates 
voiding and relieves pain by diluting the escaping urine. 
The formation of crusts after the removal of a scab can 
best be prevented by the frequent application of petro- 
latum or a 5% boric-acid and “lanolin” ointment. 
Where there is an acute infection 5% sulphathiazole 
ointment in a lanolin base or a 5% penicillin ointment 
have given good results. 

Cure of the contributing skin factor alone is insufficient 
so long as the antero-posterior diameter is not lengthened 
to its normal extent, which in children is 3 mm. or more. 
In those cases with only a moderate shortening of this 
diameter and ammonia dermatitis the daily insertion of 
a toothpick, prepared in the manner of ear swabs with 
cotton projecting beyond the tip of the toothpick, is 
effective. In the present series the mothers were told 
to put the cotton end into the prescribed ointment and 
to insert it into the meatus to a depth of about 5 mm. 
once daily for a period of 3 months. In greater degrees 
of shortening, bougie dilatation was carried out and in 
the relatively rare cases where there was only a pin- 
point opening meatotomy had to be performed. 

The treatment of the ammonia dermatitis is important 
in curing this condition and preventing recurrence. In 
such cases to obtain the best possible change of the pH 
from alkaline to acid the diapers were washed in saturated 
boric acid solution instead of soap and were not rinsed. 
As a protective film for the diaper regions 1 or 2°% tar in 
zinc-oxide paste was recommended. _ Jas. M. Smellie 


882. The Blalock-Taussig Operation 
G. W. SALMON and H. T. BARKLEY. Journal of Pediatrics 
[J. Pediat.] 31, 54-59, July, 1947. 1 fig., 3 refs. 


The authors report their experiences of the Blalock- 
Taussig operation in 10 children. They stress the 
importance in diagnosis of the delay in onset of cyanosis, 
indicating that with the “ normal” closure of the ductus 
arteriosus the circulatory defect becomes much worse. 
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Cyanosis, varying in degree, was present in all the child- 
ren; clubbing of the fingers also varied. Eight hada 
loud systolic murmur along the left sternal margin, the 
other 2 had localized murmurs. Seven of the 10 had 
corresponding thrills. The average age at which cyanosis 
was first observed was 11 months (varying from 1 to 3% 
months). In 5 cases the aortic arch was on the zight and 
in 5 on the left. , 

The chest was explored in all 10 children. An anasto- 
mosis was performed in 8. Six were remarkably im- 
proved, one unchanged, and one died 24 hours after 
operation. The necropsy showed a tetralogy of Fallot 
with a small patent ductus. Of the 2 in whom anasto- 
mosis was not performed, 1 showed complete pulmonary 
atresia and the other a single trunk giving rise both to 
the pulmonary arteries and to the systemic arteries to 
the head and neck. This second child died 27 days after 
operation with widespread damage to the central nervous 
system, possibly due to thromboses or anoxia. Necropsy 
was not carried out. The 6 children who did well have 
remained well. Their average arterial oxygen saturation 
before operation was 56-4°% and post-operatively 80-1%. 
Cyanosis was relieved correspondingly and clubbing of 
the fingers showed recession. The murmur became 
continuous in 2 children, almost continuous in 2 more, 
and definitely longer in a fifth. In 2 it remained 
unchanged. The eighth child died before any change 
could be accurately assayed. The authors found that 
the post-operative course was surprisingly uneventful. 

W. F. Gaisford 


883. Paraplegia of Hydrocephalics. (A Clinical Note 
and Interpretation) 
P. I. YAKOVLEV. American Journal of Mental Deficiency 


[Amer. J. ment. Defic.] 51, 561-576, April, 1947. 9 figs., 
7 figs. 


The author records 9 cases of hydrocephalus and draws 
attention to the fact that in all of them there was a 
paralysis of the legs: often the face and arms were not 
affected. The paraplegia may be either flaccid or 
spastic. The flaccid cases are due to an associated 
lumbar or sacral meningo-myelocele; the hydrocephalus 
may be present from birth or may develop later, usually 
after surgical repair and closure of the sac of the meningo- 
cele. The spastic paraplegia occurs in hydrocephalus 
without any evidence of pathology in the spinal cord. 
There is no sensory loss and the spasticity is maximal 
in the distal parts of the limbs. In contrast to the other 
forms of congenital cerebral lesions, paraplegia in this 
condition is often slowly progressive. 

In considering the cause of the neurological complica- 
tions of hydrocephalus, the author is of the opinion that 
the paraplegia cannot be attributed either to the con- 
dition which caused the hydrocephalus or to a venous 
stasis. He argues that the cause is the increase in size 
of the ventricle, which, thinning out and flattening the 
cortex, stretches the nerve fibres coming from the motor 
area. This effect is greatest on the fibres which have the 
longest course from the cortex to the internal capsule, 
so that the foot and leg are*chiefly affected whereas arm, 
hand, and face may escape. N. S. Alcock 
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884. Radioactive Phosphorus, P*?: A Six-year Clinical 
Evaluation of Internal Radiation Therapy 

Cc. A. Doan, B. K. Wiseman, C. S. WriGcut, J. H. 
Geyer, W. Myers, and J. W. Myers. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 32, 
943-969, Aug., 1947. 10 figs., 18 refs. 


The results obtained at Ohio State University in 100 
patients treated with radioactive phosphorus, P*?, are 
analysed. The series included 20 cases of polycythaemia, 
29 of lymphatic leukaemia (18 acute, 11 chronic), 14 of 
myelogenous leukaemia (1 acute, 13 chronic), 10 of 
monocytic leukaemia (9 acute, 1 chronic), 16 of Hodgkin’s 
disease, 5 of metastatic carcinoma and sarcoma, 4 of 
multiple myeloma, and 1 each of mycosis fungoides and 
exfoliative dermatitis. Investigations included complete 
blood counts, erythrocyte sedimentation rate, packed 
cell volume, basal metabolic rate, and, in the cases of. 
polycythaemia, blood volume determinations. Repeated 
bone-marrow examinations by sternal puncture with 
supravital technique were also made. At first the 
authors used radioactive phosphorus obtained by 
cyclotron bombardment of red phosphorus and con- 


verted into dibasic sodium phosphate; this was most | 


frequently given intravenously. Subsequently radio- 
active phosphorus was obtained from the uranium piles 
at Oak Ridge, Tennessee, and was supplied as KH,PO,; 


in view of the relatively large amount of potassium this ~ 


was given orally. In polycythaemia rubra administra- 
tion of radioactive phosphorus is the method of choice; 
excellent haematological and clinical remissions lasting 
from 5 to 19 months were obtained in 10 of the 20 cases; 
partial responses were given by 7. Very careful dosage 
is necessary in view of the risks of thrombocytopenia, 
neutropenia, and anaemia. The doses varied between 
2-8 mc. given in 4 months and 16-9 mc. over 5 months. 
Of the 11 patients with chronic lymphatic leukaemia 10 
died; good clinical and haematological improvement 
was obtained in 3, slight and moderate improvement in 5. 
In leucosarcoma the disease seemed occasionally to be 
aggravated, though temporary remissions lasting from 
3 days to 3 weeks were seen. In myelogenous leukaemia 
tadioactive phosphorus controlled the white cell count 
in some cases but was on the whole inferior to x-ray 
treatment, particularly in reducing the size of the spleen; 
it proved useful in those patients who had developed an 
intolerance to x-ray irradiation. In monocytic leukaemia 
and Hodgkin’s disease results were disappointing; in 
cases of metastatic neoplasm pain in the bones was 
relieved to a certain extent. In some instances pruritus 
due to various conditions was relieved. A. Schott 


885. The Practice of Tropical Medicine in London 

P. MANSON-BAHR. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. trop. Med. 
Hyg.] 41, 269-294, Dec., 1947. 6 figs., 6 refs. 
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886. Pervitin Treatment of Hay-fever. (Pervitin gegen 
Heufieber) 

D. G. R. FINDEISEN. Medizinische Klinik [Med. Klinik] 
42, 593-595, July, 1947. 8 refs. 


Ninety-six patients with hay-fever were treated with 
methedrine”’: | N-methyl-8-phenyliso- 
propylamine hydrochloride) or “ isophen’’, a closely 
related compound. Treatment was given during three 
successive hay-fever seasons. The daily dose varied 
from 3 to 30 mg. orally, the usual requirement being 9 to 
12 mg. a day. During wet weather a single dose of 
3 mg. a day sufficed in many cases. Good or very good 
results were reported by 89 of the patients. In the re- 
maining 7 cases only moderate relief of symptoms was 
obtained. In a further group of 21 patients between 
the ages of 10 and 19 years the results in 20 were reported 
as good or very good. In only 1 case was there merely 
slight alleviation of symptoms. Among the unpleasant 
side-effects of the drug were noted a diminished sense of 
well-being, disturbed sleep, anorexia and slight loss of 
weight, headache, palpitations, and, in 1 case, enlarge- 
ment of the submaxillary glands. The relief of the hay- 
fever far outweighed these minor discomforts. Noserious 
toxic effects were encountered. J. R. Bignall 


887. The Chemical and Immunologic Basis of Oral 
Pollen Propeptan Therapy in Hay Fever 

E. Ursacu, G. JAGGARD, and D. W. CrisMAN. Annals 
of Allergy [Ann. Allergy) 5, 147-155 and 225-233, 
March-April and May-June, 1947. 11 figs., 9 refs. 


Guinea-pigs were strongly sensitized by a subdermal 
injection of 2 ml. of an aqueous extract of ragweed 
pollen precipitated with alum. The sensitization was 
achieved between the forty-fifth and fifty-fifth day, 
provided the animals were kept on an acid diet. Ana- 
phylactic death followed the later administration of the 
same extract by the intravenous route (0-1 ml.) and by 
the bronchial route. For the latter a specially constructed 
inhalation chamber was used. The bronchial route was 
also used successfully to achieve sensitization; animals 
sensitized by this route sustained shock by the later 
bronchial or intravenous injection of the extract. 

A number of experiments were performed on animals 
sensitized in this way, to prove the protective mechanism 
of the ‘skeptophylactic” treatment with pollen- 
propeptans. [By ‘“skeptophylaxis” is meant the 
administration of small antigenic doses to sensitized 
guinea-pigs shortly before the administration of the dose 
intended to produce shock.] Pollen-propeptans were 
derived from the individual pollen through digestion by 
hydrochloric acid, pepsin, and, in some instances, 
trypsin. This procedure is claimed to deprive the pollens 
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of their native protein but not of their type-specificity. 
Complete protection was estimated by survival of the 
animals as well as by a negative result of the Schultz- 
Dale and lung-perfusion tests carried out 2 hours after 
the “shock injection. No protection was achieved 
when non-specific pollen-propeptans were administered 
to the sensitized animal. Protection was produced 
when the sensitized guinea-pigs were treated with specific 
pollen-propeptans. The administration by the intra- 
venous route afforded complete protection, whereas 
administration by the oral and bronchial routes gave fair 
results. It is claimed that the protection given by pollen- 
propeptan was better than by whole pollen. [The 
evidence for the latter point is not convincing.] 
Kate Maunsell 


888. Spirometric Evaluation of Benadryl in Asthma 
L. Levy and J. H. Seasury. Journal of Allergy {J. 
Allergy] 18, 244-250, July, 1947. 16 refs. 


As clinical reports on the effect of “* benadryl”’ in 
asthma are inconsistent, an attempt was made by the use 
of spirometric methods to evaluate its effect on individual 
attacks of asthma. Sixteen cases of extrinsic bronchial 
asthma were studied; only in 1 was a response to bena- 
dryl shown, by a combination of increase in vital capacity, 
tidal air, minute ventilation, and expiratory differential 
without increase in respiratory rate. Four other 
patients showed varying degrees of improvement spiro- 
graphically. Six of the patients had complete relief 
from the dyspnoea. The spirographic examination was 
made before, 30 minutes after, and 1 hour after oral 
administration of 100 mg. of benadryl. No attempt was 
made to evaluate the prolonged use of the drug. In 
5 of the cases the same studies performed after administra- 
tion of 0-3 mg. of adrenaline hydrochloride subcutaneously 
and 0-26 g. of aminophylline intravenously revealed a 
uniform increase in the vital capacity, tidal air, minute 
ventilation, and expiratory differential without increase 
in the respiratory rate. E. M. Fraenkel 


889. Experimental Research on a New Series of Chemical 
Substances with Powerful Antihistaminic Activity. The 
Thiodiphenylamine Derivatives 

B. N. HALPERN. Journal of Allergy [J. Allergy] 18, 
263-272, July, 1947. 2 figs., 12 reis. 


A number of powerful antihistamine and anti- 
anaphylactic compounds of the thiodiphenylamine group, 
recently synthesized by Charpentier, were examined and 
submitted to three fundamental tests: (1) Antihistamine 
activity expressed by the number of lethal doses an animal 
could resist after subcutaneous injection of 20 mg. of 
the antihistamine compound per kilo. (2) Anti-broncho- 
spastic activity expressed by the minimum dose of anti- 
histamine compound which protected the guinea-pig 
against the bronchospasm provoked by histamine aerosol. 
(3) Antagonistic action on smooth muscle measured by 
the antagonistic effect to histamine on the isolated 
intestine of the guinea-pig. 

The histamine was injected intravenously 20 minutes 
after the hypodermic injection of the antihistamines, 
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the lethal dose for guinea-pigs being 0-6 mg. per kilo, 
for rabbits 1-5 mg. per kilo, and for dogs 10 mg. per kilo. 
Compared with “antergan”’ and * neoantergan ”, 
which protected against 50 to 60 and 80 lethal’ doses 
respectively in guinea-pigs and less in rabbits, the pre- 
paration “3015 RP” protected against 400, and 
“* 3277 RP” against 1,500 lethal doses. They pro- 
tected completely against the asthma crises provoked by 
a histamine aerosol inhalation of 2 to 3 minutes. In the 
isolated intestine of sensitized guinea-pigs they protected 
in concentrations of 10~* (like the antergan compounds), 
They counteract the vascular effect of histamine in rabbits 
and diminish that in dogs and cats. They have, however, 
no effect on the gastric secretion induced by histamine, 


_and gastric ulcers were observed in animals injected 


with 200 to 300 lethal doses of histamine. Sufficient 
protection was given against fatal anaphylactic shock by 
0-1 mg. of 3277 RP per kilo. The compounds are, in 
addition, less toxic than earlier series. E. M. Fraenkel 


890. Treatment of Allergic Symptoms with a New 
Antihistamine Drug 

J. D. Petrrce and M. H. MOTHERSILL. Journal of the 
Indiana State Medical Association [J. Indiana med. Ass.} 
40, 739-743, Aug., 1947. 13 refs. 


A preliminary trial is reported in 77 patients of the 
antihistamine substance 01013 ’—N,N-dimethyl-N’(2- 
thenyl)-N ’-(2-pyridyl)-ethylenediamine (Lee et al., J. 
Pharmacol., 1947, 90, 83). Like other such compounds, 
it was most effective in treating urticaria due to drug, 
serum, and food allergies, the symptoms of hay-fever, 
and histamine-induced headache. It was ineffective in 
bronchial asthma. Transient side-effects of light- 
headedness, sleepiness, and dizziness occasionally occur- 
red, but 200 mg. daily was usually well tolerated. In 5 
patients who received doses of from 100 to 200 mg. 
daily no evidence of chronic toxicity was found on 
examination of blood, heart, liver, or kidney function. 

Derek R. Wood 


891. Anthisan in the Management of Liver and Insulin 
Sensitivity 

R. B. Hunter and A. G. S. Hitt. Lancet [Lancet] 2, 
383-385, Sept. 13, 1947. 2 figs., 8 refs. 


The management of 9 cases of sensitivity to liver 
extracts with pyranisamine maleate (‘‘ anthisan”’ or 
** neoantergan”’) is described. In 5 cases 300 mg. of 
anthisan was given 1 hour before the liver injection; 
2 patients had no reaction, 2 had a modified reaction, 
and | had a severe reaction. In 4 cases, 2 of which were 
severe, 1 g. of anthisan was given in the 24 hours before 
the liver injection; 3 patients had no reaction and 1 had 
amildreaction only. The former method is recommended 
for mild cases and the latter for the moderately severe 
cases, until desensitization can be conveniently carried 
out. Skin testing with dilutions of liver extract was of 
value in assessing the degree of sensitivity and the optimal 
time for starting desensitization after anthisan therapy 
had begun. Desensitization during administration of 
anthisan (800 to 1,000 mg. daily) was carried out in 
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7 cases, with only 1 mild reaction. In 1 case, a few weeks 
after desensitization a reaction followed a 4-ml. injection 
of liver; anthisan (1 g. in 24 hours) was then given 
before each injection of liver (2 ml.); no reactions were 
observed. 

A severe case of insulin sensitivity was relieved after 
4 days’ treatment with anthisan (500 mg. increasing to 
800 mg. daily); administration was continued for 
another 6 days and resulted in cure. Two mild cases 
with local reactions were cured after a 10-day course of 
anthisan. It is suggested that the antihistamine drug 
should be given for a long enough period to enable 
spontaneous desensitization to insulin to take place. 

D. A. Williams 


992. Allergic Peritonitis. Report of a Case 

A. B. M. Stson, S. A. Dionisio, J. A. Sitva, and P. C. 
CHAvez. Journal of the American Medical Association 
[J. Amer. med. Ass.] 134, 1007-1010, July 19, 1947. 
1 fig., 23 refs. 


An unusual form of allergy was observed in a woman of 
31 years with a personal and family history of allergy. 
Attacks of abdominal pain and peritonitis with ascites 
(the fluid containing up to 38% of eosinophils) and a 
temperature up to 100-4° F. (37-8°C.), for which no 
cause could be discovered, were observed five times 
during and after three pregnancies. Leucocytosis and 
high eosinophil counts (from 5-5 to 57%) were found; 
the latter suggested an allergic peritonitis similar to the 
described by Harkavy. 
When 1 ml. of oestrone (2,000 units) was injected 
subcutaneously by mistake, it caused severe abdominal 
pain and a local skin reaction in the form of an erythe- 
matous patch. The pain was promptly relieved by 
adrenaline injection, but recurred up to the eighth day. 
From the ninth day the patient was treated with 
progesterone injections (five on alternate days) and no 
abdominal pain has been observed since, even after 
another injection of 2,000 units of oestrone 60 days later. 

E. M. Fraenkel 
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893. Anomalous Manifestations of Méalnutrition in 
Japanese Prison Camps 

R. G. S. WHITFIELD. British Medical Journal (Brit. med. 
J.] 2, 164-168, Aug. 2, 1947. 14 refs. 


The author draws attention to the difference between 
textbook descriptions of malnutrition and the conditions 
actually seen in practice. He describes and discusses 
three conditions seen in populations on diets which at 
first were generally deficient, and especially deficient in 
thiamine, nicotinic acid, pantothenic acid, pyridoxine, 
and possibly other vitamin B, components. This period 
of obvious deficiency lasted from January to October, 
1942. From November, 1942, to August, 1945, it was 
more difficult to assess diet contents. 

The first condition was the now familiar “ painful 
feet’ syndrome. The second was a “ cardiac epidemic ”” 
which appeared suddenly during the second dietetic 
period, 30 severe cases arising Within 10 days in a popula- 


tion of 213 men. Patients complained of sudden weak- 
ness of the legs, exhaustion, palpitations, breathlessness, 
and attacks of nocturnal dyspnoea. Physical signs were 
scanty and prognosis was uncertain. Two patients died 
suddenly. Response to thiamine was disappointing, and 
2 patients developed signs of right-sided heart failure 
and died. They had been having twelve American 
* multivite ’’ tablets (each containing 1 mg. thiamine) 
daily, but the author does not state for how long. The 
third condition was that of epileptiform convulsions 
which affected 4 men in the course of 6 weeks; only 1 
man had a fit outside this period and this occurred 3 
weeks after his initial attack. J. B. Mitchell 


894. Utilization of Amino-acids in Hunger Oedema. 
(Die Verwertbarkeit von Aminosduren bei alimentar 
bedingtem OGdem) 

D. ABers. Zeitschrift fiir die Gesamte Innere Medizin 
[Z. inn. Med.] 2, 327-333, June, 1947. 4 figs., 1 ref. 


Estimations of urinary output of amino-acid nitrogen 
and the level of amino-acid nitrogen and proteins in the 
serum were made in normal persons and in cases of 
hunger oedema. Results showed that the range of 
amino-acid nitrogen output in the urine in the 37 normal 
persons examined was 250 to 750 g. per day. In the 
3 cases of hunger oedema, of which full details are given, 
the outputs were 1,010 to 1,490, 740 to 1,110, and 400 to 
715 g. per day; though this is not specified, presumably 
there was the same constant intake of protein in the diet 
as in the control cases. These outputs were obtained 
with comparable amino-acid nitrogen concentrations in 
the serum; in 2 of the hunger oedema cases the serum 
proteins were somewhat low. These findings are taken 
to indicate that in cases of hunger oedema the utilization 
of amino-acids in the diet is inefficient. H. K. Goadby 


895. Eight Cases of Pellagra observed in Chronic 
Amoebic Dysentery. (A propos de 8 cas de pellagre 
observés au cours de dysentéries amibiennes chroniques) 
F. BLAnc and F. Sicurer. Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris (Bull. Soc. méd. 
Hop. Paris] 63, 630-636, July 11, 1947. 


The cases of true pellagra described occurred during 
the course of amoebic dysentery of relatively recent onset. 
In each case there was a sudden appearance of typical 
symptoms of pellagra, with a history of persistent or 
intermittent diarrhoea for several months previously. 
The acute erythema, glossitis, stomatitis, and pharyngitis, 
and also the characteristic and peculiar mixture of mental 
irritability and depression with profound asthenia, 
anorexia, and vertigo, all responded rapidly to daily 
injections of 250 mg. of nicotinic acid, and the porphyrin- 
uria ceased. There was no effect on the diarrhoea, 
however, and the stools were found to contain Entamoeba 
histolytica or its cysts. The diarrhoea was cut short in a 
few days by giving penicillin, emetine, and sulphaguani- 
dine. The dissociation of therapeutic effect was most 
striking, the pellagra clearing up completely after 3 days 
of treatment with nicotinamide, whereas the diarrhoea 
remained unaltered. The authors consider the pellagra 
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in these cases to be an endogenous deficiency conditioned 
by the chronic diarrhoea, which led to poor absorption 
and probably to an altered bacterial flora of the bowel. A 
pre-existing deficiency state, which might have been 
aggravated by the onset of diarrhoea, did not appear to 
have been present in any of the patients. All except 
one were serving with the French Farces in Indo-China. 
E. G. Sita-Lumsden 


896. Postdysenteric Pellagra. 
dysentériques) 

F. Bianc and F. Sicurer. Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris {Bull. Soc. méd. 
Hop. Paris) 63, 636-642, July 11, 1947. 19 refs. 


The authors discuss the aetiology of *“* endogenous ”’ or 
“* secondary ” pellagra, due not to lack of nicotinamide 
in the diet but to malabsorption and possibly to lack of 
intestinal synthesis. So-called pellagra gastropriva, due 
to lesions of the gastro-intestinal tract, may be caused 
partly by the restricted diet used in treatment of these 
lesions but is due mainly to poor absorption of pellagra- 
' preventing factor along with other components of the 
diet. In particular, pellagra has frequently been 
reported in association with chronic diarrhoea due to 
amoebic infection. Certain factors have been con- 
sistently noted in these cases: the absence of any gross 
dietary vitamin deficiency; the presence of chronic 
digestive disorder; the definite signs of pellagra, which 
fluctuate in severity with the intestinal symptoms. In 
default of specific therapy with nicotinamide the pellagra, 
though little or not at all influenced by diet or brewers’ 
yeast, yields to the appropriate treatment of the chronic 
dysentery. 

The cases reported by these authors in the previous 
article (Abstract 895) are discussed at length. For the 
treatment of amoebic dysentery complicated by pellagra 
they recommended the injection of 250 to 750 mg. of 
nicotinic acid daily with either the classical anti-amoebic 
treatment with emetine and enemata, or preferably the 
penicillin-emetine-sulphonamide method as used by 
Hargreaves. E. G. Sita-Lumsden 


(Les pellagres post- 


897. Polish Pellagra. (Pellagra nostras—pellagra 
polonica) 

M. Grzysowski. Polski Tygodnik Lekarski [Polsk. 
Tyg. lek.| 2, 769-774 and 809-812, June 30 and July 7, 
1947. 7 figs., 3 refs. ; 


During the war an uncommon skin condition was 
observed in Poland in people who consumed leaves of 
chenopodium, which was apparently a common substi- 
tute for spinach amongst the poorer classes. The author 
describes 4 typical cases. Their common features were 
as follows: Women of various ages from the poorer 
strata of the population, who used to eat boiled or fried 
leaves of chenopodium “ salad’’, suddenly developed 
severe skin lesions soon after exposure to sunlight 
during early summer. The skin changes appeared on 
the exposed parts of the body—on the back of the hands 
and forearms, on the dorsum of the feet and lower part 
of the legs, around the nose, on the cheeks, and above the 
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eyebrows. On the neck they formed linear patches 
closely resembling the “ necklace ’’ described in pella- 
grins. This dermatitis originally appeared as a painful 
erythema; it was reddish brown, symmetrical, and sharply 
outlined. In more severe cases vesicles appeared, and 
later desquamation and exfoliation took place. In cases 


of longer duration deep ulcers leaving residual scars 


occurred. 

The general condition of all the patients was poor. 
Secondary anaemia was constantly present; haemato- 
porphyrin was apparently not present in urine but 
chemical tests could not be carried out. No psychotic 
symptoms were observed, but most of the patients were 
rather dull, apathetic, and irritable at times. In 2 
patients diarrhoea developed later. All the women had 
eaten chenopodium before without ill effect, and the 
“* salad ”’ was also served to other members of the family 
without producing skin changes. Before the war pellagra 
was most uncommon in Poland and was never seen 
in such an acute form. Despite the absence of severe 
diarrhoea and dementia the dermatitis so much resembled 
acute pellagrous erythema that the author does not 
hesitate to classify his cases as atypical pellagra. Dis- 
cussing the pathology of this condition, he considers that 
some toxins contained in the leaves caused the hyper- 
sensitivity of the skin to sunlight. The poor diet during 
the years of occupation was lacking in proteins and 
vitamins, and in these particular cases in vitamin B,. 
When the diet was improved and nicotinic acid supplied 
the dermatitis gradually healed. 

The author suggests that this condition deserves 
further study; it is not clear, for instance, why only 
some of the chenopodium-eaters were affected and why 
it occurred in people who had previously consumed it 
without ill effect. He thinks that to various atypical 
forms of pellagra a new syndrome should be added— 
that of pellagra polonica seu acuta. 

[This interesting paper contains seven photographs of 
the Polish pellagrins. It is to be hoped that more 
biochemical research, including tests for nicotinic acid 
excretion, will be made in this uncommon condition.] 

J. T. Leyberg 
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898. Insulin Mixtures. An Evaluation of their Use in 
150 Cases 

W. S. L. C. Boas, and J. D. ZiLinsky. Avmeri- 
can Journal of Medicine [Amer. J. Med.] 3, 155-166, 
Aug., 1947. 7 figs., 11 refs. 


This is a useful report of insulin treatment by mixtures 
of protamine zinc insulin (P.Z.I.) and soluble insulin 
(“ unmodified *’ insulin in America) injected together in 
150 cases. The authors obtain satisfactory control by 
this one daily injection in most cases, but find that the 
proportion of soluble insulin to P.Z.I. must be varied 
enormously from 1 : 1 to 5 : 1 to get the best individual 
results. They are therefore not in favour of a fixed 
proportion of 1 part P.Z.I. to 2-3 parts soluble insulin 
being put in a stock bottle, but favour individual 
mixtures in the syringe. 
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[A historical note is not out of place, because the 
Americans have adopted during the last 3 years a method 
which has been in common usage in Britain for 10 years. 
The authors state that Graham mixed insulins in 1937, 
but this was simple “* protamine retard ” and not P.Z.I. 
Himsworth and Lawrence both described in 1937 the 
mixture under discussion, and it is the method advocated 
in the latter’s Diabetic Life and widely used in Britain 
ever since. In brief, the dose of P.Z.I. is worked out in 
each case to give control of the urine and blood 24 hours 
later—that is, before breakfast—and enough soluble 
insulin is added to control the diabetes 4 to 6 hours after 
the morning mixed injection. Wauchope first demon- 
strated that in this mixture much of the soluble insulin is 
changed into P.Z.I. and so more soluble insulin must be 
given than is necessary for the same effect if the two are 
injected separately. Peck worked out a formula for 
the amounts of soluble insulin adsorbed and remaining 
free in the mixture. 

The authors seem very satisfied to use this technique, 
and confirm the need for individual study of the pro- 
portions of the dose. They do not mention that in 
really severe diabetic states P.Z.I. is too slow, and hence 
weak, in its action to be of any importance, and recourse 
must be made to two or three injections of soluble 
insulin, perhaps with some P.Z.I. added at night to con- 
trol the relapse about 6 a.m. in very severe cases.] 

R. D. Lawrence 


899. Spontaneous Hyperinsulinism (Harris’ Syndrome). 

A Survey of Twenty Eight Cases 

W. CANE. American Journal of Digestive Diseases 

oe: J. digest. Dis.] 14, 195-200, June, 1947. 3 figs., 
refs. 


The cases of spontaneous hyperinsulinism described 
were seen over a period of 6 years in a private practice 
limited to gastro-enterology. All responded to treat- 
ment by a low-carbohydrate diet. 

[The hypoglycaemia recorded 3 and 4 hee after 
ingestion of 100 g. of dextrose in 300 mi. of water is 
impressive, no patient having a higher blood-sugar level 
than 70 mg. per 100 ml., and some having values as low 
as 12, 15, and 18 mg. per 100 ml. It would be interest- 
ing to know the method of estimation. The author 
suggests that abdominal pain is an integral part of the 
syndrome of hyperinsulinism, which should be suspected 
in patients whose history is suggestive of peptic ulcer, 
although no objective evidence of this may be obtained. 
The hypoglycaemic reaction of the diabetic patient using 
insulin is, however, associated with no abdominal 
symptom other than occasional hunger.]. 

H. Whittaker 


900. Hexokinase Activity and Diabetes Mellitus 
R. H. BROH-KAHN and I. A. Mirsky. Science [Science] 
106, 148-149, Aug. 15, 1947. 3 refs. 


The authors confirm the findings of Cori et al. that 
certain anterior-pituitary extracts inhibit hexokinase 
activity in vitro, but very irregularly. Insulin, however, 
always removes this pituitary inhibition. Splenic 
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extracts are more regular in inhibiting hexokinase, and 
insulin has no constant effect on this inhibition. They 
find also that the hexokinase activity of the muscles and 
liver in rats with alloxan diabetes is the same as in normal 
rats, and insulin has no effect on it. From the above 
they think it likely that the disorders of glucose meta- 
-bolism encountered in diabetes do not necessarily result 
from any inhibition of hexokinase activity. 
R. D. Lawrence 


901. Sodium, Potassium and Phosphates in the Cells 
and Serum of Blood in Diabetic Acidosis 

T. S. DANowskI, P. M. HALD, and J. P. PETERS. Ameri- 
can Journal of Physiology [Amer. J. Physiol.] 149, 667- 
677, June, 1947. 12 refs. 


The organic phosphate of blood is stated to be depleted 
at the height of diabetic acidosis and in acidosis induced 
by ammonium chloride administration. Samples of 
whole blood and serum obtained anaerobically from 
diabetic patients in acidosis, and in the process of recovery 
therefrom, were analysed for sodium, potassium, total 
acid-soluble phosphate and inorganic phosphate. Serum 
was also analysed for carbon dioxide and chloride and 
the cell volume was measured. Haemoglobin values 
obtained from oxygen capacities, or from the nitrogen 
content of blood and serum, permitted calculation of 
the water content of cells and serum. The cell volume 
was high, and became lower early in treatment. Cellular 
base was depleted by loss of potassium and sodium. 
Serum potassium was normal at the height of acidosis, 
despite the low potassium concentration in cells, and 
when the cellular potassium increased in recovery the 
serum potassium sometimes fell to an abnormally low 
level. Cellular sodium was restored less rapidly than 
potassium. Later in convalescence cellular sodium and 
potassium rose above normal limits without consistent 
relation to cell volume, or to abnormality in the blood 
CO, content or water distribution. Cellular organic 
phosphate was extremely low initially. The inorganic 
phosphate of serum usually, and of cells sometimes, was 
high. Treatment caused serum and cellular inorganic 
phosphate to fall rapidly, and initiated the synthetic 
processes resulting in the slow restoration of organic 
phosphate. The authors conclude that diabetic acidosis 
causes the discharge of certain cell constituents, which 
are reassembled in the recovery phase, and that the direc- 
tion of movement of bases and phosphate is influenced 
by cellular metabolic activity rather than by concentra- 
tion gradients. The possible causes of cellular phosphate 
degradation are reviewed critically and the reactions of 
the red cell are compared with those of other tissues, 
especially muscle. The possible function of the organic 
phosphate of the red cell as a reserve phosphate which is 
released according to the demands of carbohydrate 
metabolism or acid—base equilibrium is discussed. 

E. F. McCarthy 


902. Initial Oto-neurological Disturbances in Pellagra 
O. L. E. pe Raapt. Acta Oto-Laryngologica [Acta 
Oto-laryng., Stockh.] 35, 231-250, May-June, 1947. 
26 refs. 
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903. The Circulatory Action of Theophylline Ethylene 
Diamine 

S. HowartH, J. McCMicHaeL, and E. P. SHARPEY- 
ScHAFER. Clinical Science [Clin. Sci.] 6, 125-135, 
July 17, 1947. 7 figs., 15 refs. 


The circulatory action of theophylline ethylene diamine 
was studied by methods already described. Right 
auricular pressure and cardiac output were measured by 
cardiac catheterization; arterial and venous blood 
samples were analysed for their oxygen unsaturation in 
a Haldane blood—gas apparatus; oxygen consumption 
was determined by spirometry; and cardiac output was 
measured by the Fick principle. Theophylline ethylene 
diamine was given intravenously in doses of 0-48 g. 
Equivalent quantities of theophylline were given intra- 
venously as theophylline sodium acetate 0-6 g. in 10 ml. 
of water. Ethylene diamine, when given separately, was 
administered in a dose of 0-1 g. in 10 ml. of water. 
Ethylene diamine when given alone was found to pro- 
duce a fall in venous pressure lasting for 10 minutes, 
which would account for the slight change in cardiac 
output observed. There were no significant changes in 
heart rate or arterial pressure. The main action of 
theophylline ethylene diamine on the circulation is 
therefore due to theophylline. On the normal subject 
theophylline ethylene diamine produced a fall in venous 
pressure and a rise in cardiac output which lasted 10 to 
15 minutes. If the venous pressure remained low the 
cardiac output might reach a lower level than that at 
which it began. In hypertensive failure there was a 
rapid fall in venous pressure, starting within 5 minutes, 
and therefore more rapid than after digoxin, which does 
not act for 20 minutes. Associated with this there was 
a considerable increase in cardiac output, which was 
greater than that produced by the application of cuffs 
to the limbs. In mitral stenosis there was a considerable 
fall in venous pressure but the rise in cardiac output was 
less marked. In 2 patients with paroxysmal orthopnoea 
there was a rapid fall in venous pressure with a rise in 
cardiac output and relief of symptoms. A third patient 
showed only a slight response after a second injection. 
In emphysema there was a fall in venous pressure 
followed by a fall in cardiac output, although in 1 patient 
there was an initial small and transient increase. In 
some cases of hypertensive heart failure a summation of 
the effects of digoxin and theophylline ethylene diamine 
was obtained by giving injections of both substances. 
This effect was not obtained in mitral stenosis. 

Theophylline ethylene diamine is considered to have 
two actions. First it stimulates the heart, because: 
(1) in normal subjects the cardiac output rises in spite 
of the fall in venous pressure, and (2) in low-output 
failure the rise in cardiac output exceeds that which 


follows mechanical lowering of the venous pressure by 
the application of cuffs. Its action somewhat resembles 
that of adrenaline, and is more apparent in hypertensive 
patients than in normal subjects or those with mitral 
stenosis or emphysema. Secondly, it produces a fall in 
venous pressure, possibly by a reduction in vasomotor 
tone. This must be held to be separate from the first 
action, because (a) it occurs when the rise in cardiac 
Output is slight, and (6) it persists when the cardiac 
output falls. The rapidity with which theophylline 
ethylene diamine produces a fall in venous pressure 
constitutes its advantage in therapy; its use in con- 
junction with digitalis has been shown to produce a 
prolonged action which is beneficial. Arthur Willcox 


904. Fractional Circulation Times -Using Fluorescent 
Tracer Substances : 

T. WINDsor, W. ADOLPH, W. RALSTON, and G. M. Ler 
BERG. American Heart Journal [Amer. Heart J.] 34, 
80-86, July, 1947. 3 figs., 8 refs. 


The circulation time was measured by injecting a 
fluorescent substance intravenously and recording the 
time taken for fluorescence to appear in the periphery 
of a histamine wheal in the skin of either the ante- 
cubital space or the dorsum of the foot. To raise the 
wheal, 0-1 ml. of equal parts of 1 in 1,000 histamine 
phosphate and 2% procaine was injected intradermally, 
Approximately 1 minute later 0-8 mg. of riboflavin per 
kilo of body weight or 5-4 mg. of fluorescein per kilo 
of body weight dissolved in less than 2 ml. of fluid was 
injected into the antecubital vein. The time from the 
beginning of the injection to the first appearance of the 
yellow-green fluorescence in the wheal was recorded. 
Fluorescence was excited by a 100-watt CH-4 spot 
ultraviolet lamp fitted with a Corning 586 filter with 
maximal emission at 3,600 A units. Fluorescein may 
produce nausea, vomiting, or burning on micturition, 
and is painful if injected extravascularly; riboflavin does 
not give such a good fluorescence. Fluorescein is 
generally to be preferred, but riboflavin may be more 
suitable for children. The important point is that the 
test must be performed in a comfortably warm environ- 
ment or spurious results will be obtained. 

In 10 normal subjects the mean fluorescein time from 
arm to arm was 18-6 seconds (15 to 25) and from arm to 
leg 28-1 seconds (25 to 35); in 10 patients with con- 
gestive failure the mean arm-to-arm time was 37:5 
seconds, the mean arm-to-foot time 70:4 seconds. This 
suggests that the arm-to-foot time is likely. to be a more 
sensitive indication of slowing of the circulation than the 
arm-to-arm time. The difference between the arm-to- 
arm and the arm-to-foot times presumably represents 
the time taken for fluorescein to pass along the iliac and 
leg arteries and is therefore a measure of the rate of 
arterial flow. 
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With isolated right ventricular failure the arm-to-arm 
and arm-to-foot times are both prolonged but the 
difference between them is normal (7 to 12 seconds). 
With left ventricular failure arm-to-arm time may be 
within normal limits or on the borderline thereof, 
but arm-to-foot time is disproportionately prolonged. 
With the usual failure of both sides of the heart both 
times are definitely prolonged. The demonstration that 
in congestive failure the flow of blood along an arterial 
segment is slowed suggests that incomplete emptying of 
the heart may not be the cardinal cause of the prolonged 
circulation time. H. E. Holling 


905. Experimental Basis for Administration of Drugs 
into the Left Ventricle. O60CHO- 
paHHe BBEM€HHA JI€KAPCTBEHHbIX BEeWIECTB B NeBbIi 
wmemymoueK cepmua) 

V. KovaANov. Xupyprusa [Khirurgiya] No. 5, 17-21, 
1947. 


The most efficient way of introducing antibacterial 
substances is locally into the affected part, but this is not 
always technically practicable. It is found in practice 
that the concentration in the blood is highest when the 
drug is introduced into an artery, because then the 
reticulo-endothelial system, the liver, and the lungs do 
not fix, destroy, or otherwise modify the agent before 
the affected part isreached. But intra-arterial administra- 
tion is practicable only in affections of the limbs or brain. 
The author has therefore studied the possible danger of 
the introduction of chemotherapeutic substances directly 
into the left ventricle of the heart. The dog appears to 
have been the experimental animal, and a 50% solution 
of a sulphonamide in 50% glucose was used in most 
experiments (0:3 g. per kilo of body weight being injected 
at a time). Repeated puncture of the ventricle [up to 
twelve times altogether, the actual period and intervals 
of administration not being stated] does not appear to 
have any permanent adverse effect, except when a cardiac 
vessel is accidentally damaged by the needle. Only 
thin linear scars in the actual needle-track are left in the 
myocardium; histologically the neighbouring fibres 
remain normal and quite unaffected. Blood pressure 
falls during the injection, but returns to normal 
immediately on withdrawal of the needle. Transient 
tachycardia and arrhythmia occur after puncture, but 
the electrocardiogram returns to normal within 15 
minutes. After repeated punctures, the voltage of the 
T-wave is in fact increased—an effect due, in the author’s 
opinion, to the improvement in nutrition of the cardiac 
musculature after intracardiac administration of con- 
centrated glucose solution. The general blood level of 
sulphonamide is higher after intraventricular administra- 
tion than after intravenous or intra-arterial administra- 
tion. The concentration of sulphonamide introduced is 
of importance; solutions of 10 to 20% produce tachy- 
cardia and coronary dilatation, while solutions of 30% 
Or more produce coronary spasm and cardiac arrest; 
penicillin has no effect on the heart, even in concentra- 
tions of 20 units per ml. (results obtained by perfusion 
of the isolated heart). It is concluded that a clinical 
trial of chemotherapy by , intraventricular injection 


should now be undertaken, since it may prove to be a 
valuable new therapeutic method. 


Nicolas Tereshchenko 


906. On the Effects of Digitalis, Strophanthin and 
Mercurial Diuretics on Blood Coagulation. Preliminary 
Report. [In English] 

S. Pere. Annales Medicinae Internae Fenniae [Ann. 
Med. intern. fenn.] 36, 124-144, 1947. 1 fig., 42 refs. 


Investigations were carried out on 120 subjects—60 
with congestive cardiac failure and 60 with a normal 
cardiovascular system. Out of those with congestive 
failure 20 were treated with digitalis alone, 20 with 


strophanthin alone, and 20 with one or other drug 


together with “‘ novurit”’. Digitalis alone decreased the 
coagulation time in 15 patients with congestive failure 
and increased it in 5. Coagulation time was increased 
in 31 out of 38 controls. Addition of digitalis to the 
blood in vitro did not alter the coagulation time. Pro- 
thrombin time was decreased before treatment started 
in 16 cases with congestive failure, and rose somewhat 
during treatment with digitalis. Addition of calcium to 
the blood of patients with congestive failure did not alter 
the shortening of clotting time during the administration 
of digitalis. Thrombocyte counts were unaltered during 
digitalis administration in patients with congestive 
failure and incontrols. Strophanthin produced the same 
effects as digitalis. Novurit decreased the coagulation 
time in cases of congestive failure and in the controls, 
but prothrombin times were unaltered. Quantiiatively 
digitalis had the least and novurit the greatest effect on 
coagulation times. The decrease of coagulation time 


. varied with the degree of diuresis in a particular subject. 


The factors involved are thought to be an increase in 
free thromboplastin, in prothrombin, and in haemo- 
concentration, decrease in carbon dioxide content, 
and possibly a change in the antithrombin quantity. 
The mechanism appears to be the same for all the 
substances tested. On the clinical side it is thought that 
these observations are significant in relation to the 
incidence of thrombosis and embolus in cases of cardiac 
failure under treatment. Alan Kekwick 


907. The Influence of Adonis vernalis on Cardiac 
Insufficiency. (BnusHwe seceHHero ropHuBeTa Ha 


cepmeyHy!0 
R. G. MEzHEBOVSKY. [Klin, 
Med., Mosk.} 25, 44-45, 1947. 2 figs. 


Adonis vernalis has been known since the sixteenth 
century as a remedy for dropsy. In Russia its properties 
were first studied by Boubnoff in 1860, since when it has 
been widely used in cardiac insufficiency. 

The glucosides of Adonis vernalis, in contradistinction 
to those of digitalis, are quickly broken up in the intestine 
into their component parts—genins and glucones. The 
glucones are quickly absorbed, deposited in the myo- 
cardium, destroyed, and then excreted. The action of 
Adonis vernalis starts in a few hours and is over in 
24 hours, while the action of digitoxin lasts for 6 or 7 days. 
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The cumulative effect of Adonis vernalis is slight and the 
toxicity low. Of the crude substance 0-1 g. is equivalent 
to 600 frog units, while the same amount of digitalis is 
equivalent to 2,000 frog units. The highest single dose 
of Adonis vernalis is 0-8 g., with a maximum of 10 g. per 
day. 

Adonis vernalis slows the cardiac rate, establishes a 
more regular rhythm, increases diuresis, abolishes 
oedema and ascites, and improves the general condition. 
It diminishes renal oedema only in cases of cardiac 
insufficiency. Best results are obtained in mitral stenosis, 
pulmonary emphysema, and cardiac insufficiency follow- 
ing sclerosis of the pulmonary artery. The drug is less 
effective in cardiosclerosis with hypertension, infarcts, 
angina pectoris, and myocarditis. Adonis vernalis 
resembles digitalis in that it is effective only in cases of 
cardiac insufficiency due to fatigue of the myocardium, 
but not if this is caused by infection, toxaemia, or anaemia; 
it is more effective in auricular fibrillation than in cases 
with regular rhythm; and is most effective in cases of 
decompensation. 

A study was made of 213 cases, in which Adonis 
vernalis was given as a tincture and as a dry extract. The 
doses varied from 1-5 to 3 g. daily. In a few selected 
cases up to 5 g. daily was given, with a single dose of 
0-8 g. Results were tabulated according to cardiac 
improvement. 


Result of Treatment 
o 

Diagnosis 2 ge 

25 

Z o | S32 

° mo 

Valvular diseases .. | 100 | 48 45| — 7 
Cardiosclerosis 74 35 2 3 
Emphysema of lungs 30 | 23 
Aortitis 16 6 10; — |— 
Pericarditis .. 5 2 2); — 1 
Nephritis 10 4 6; —|— 
Graves’s disease 8 2 6;—|— 
Other diseases 10 1 —|— 
Total... | 253 121 | 119 | 2/1 


Adonis vernalis is most effective in Type I congestive 
failure—congestion in pulmonary circulation. It is 
least effective in Type I]1]—congestion in hepatic and 
portal system, as in cirrhosis of the liver. It was con- 
sidered that Type II with widespread oedema would 
respond best to treatment by Adonis vernalis, but this 
was not found to be the case. 

The series included 30 cases of emphysema; 23 had 
congestive symptoms in the pulmonary circulation, 
accompanied by asthmatic attacks. Adonigen, without 
shortening the P-R interval, lengthens A—V conductivity, 
thereby lengthening the interval between auricular and 
ventricular systole and leading to better emptying of the 
auricles. This can be achieved by giving small doses of 


the drug. Toxic doses of digitalis would have to be given 
to obtain the same results. Another reason for success 
in Type I may be the sedative action on the central nervous 
system, especially on the respiratory centre. 

Adonis vernalis is a weak vasodepressor compared with 
digitalis; therefore it has little use in anginal symptoms 
and should be employed with caution. In cases of 
cardiac asthma good results were obtained where cardio- 
sclerosis and emphysema were present. It had no effect 
in syphilitic aortitis. 

Adonis vernalis also differs from digitalis in that it has 
a more rapid action, is not cumulative and is less toxic, 
Dry extracts have an advantage over the tincture: they 
allow more accurate dosage, less often cause vomiting 
and nausea, and, because of better absorption, are more 
effective in smaller doses. The recommended dose is 
0-5 g. of extract six times a day. In cases of sensitivity 
or anginal symptoms this dose should be reduced to 
50 drops a day of 3% tincture or 0-5 g. of dry extract 
three times a day. T. Guercken 


908. Radiographic Demonstration of the Increase in 
Heart Volume after Ingestion of a Litre of Water. 
(Démonstration radiographique de l’augmentation du 
volume du coeur aprés ingestion d’un litre d’eau) 

J. CASMAN. Acta Clinica Belgica [Acta clin. belg.] 2, 
113-117, March—April, 1947. 1 fig., 6 refs. 


Although “ beer hearts ’’ were originally attributed to 
enormously increased fluid absorption, unsuspected 
hypertension was later regarded as the cause of the 
hypertrophy. In 1939, however, Govaerts and Lequime 
reported that ingestion of. a litre of water increased the 
cardiac output (estimated by the acetylene method) by 
an average of 20%. As the pulse rate simultaneously fell 
they calculated that the output for each cardiac con- 
traction was increased by an average of 35%. This must 
imply an increase in the heart volume in diastole, which 
should be detectable radiologically. Twenty patients 
referred for radiological examination of the lungs had 
2-metre films taken fasting with an exposure of 1} 
seconds (anterior views only). They then drank a litre 
of water and were kept at rest for 40 minutes, and second 
films were taken under similar conditions of distance and 
exposure. Three measurements were taken on each film 
—the usual transverse and long cardiac diameters, and 
an oblique diameter from the right cardio-phrenic angle 
to the most distant point of the left ventricular arc. The 
series of films after ingestion of water showed the 
transverse diameter to be increased by 5-3%, the oblique 
diameter by 4-8%, and the long diameter by 4-1°% of the 
original values averaged over the 20 cases. In 3 cases 
One or more diameters was diminished and the average 
absolute measurement was of the order of 0-5 to 0-6 cm. 
increase. [No lateral films were reported nor were 
second observations made on any case.] Assuming the 
heart to be spherical, these increases for anterior diameters 
imply an increase in heart volume of an average of 15% 
and a maximum of 33%. The observations agree with 
those of Govaerts and Lequime in indicating that the 
output per systolic contraction is increased after fluid 
ingestion on this scale. W. A, Bourne 
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909. The Heart in Toxaemia of Pregnancy 
Pp. SZEKELY and L. SNAITH. British Heart Journal (Brit. 
Heart J.] 9, 128-137, April, 1947. 5 figs., 22 refs. 


Cardiological examinations were made in 19 unselected 
cases of toxaemia of pregnancy. Seven of them showed 
evidence of cardiac disorder, 2 exhibited clinical changes 
only, 4 electrocardiographic changes only, and 1 showed 
poth. The thesis is put forward that myocardial damage 
is a common feature of toxaemia of pregnancy. 

H. E. Holling 


910. Effects of Oxygen, Venesection and Digitalis in 
Chronic Heart Failure from Disease of the Lungs 

S. HowaArRTH, J. MCMICHAEL, and E. P. SHARPEY- 
SCHAFER. Clinical Science [Clin. Sci.] 6, 187-196, 
July 17, 1947. 3 figs., 16 refs. 


This paper reports observations on cardiac output and 
filling pressure in 14 cases of emphysema and 3 cases of 
other chronic lung disease, all with congestive heart 
failure. Right auricular pressure and cardiac output 
were measured by cardiac catheterization. The mean 
right ventricular pressure measured manometrically was 
expressed in centimetres of saline above the right auricular 
pressure; the normal, measured with the patient’s trunk 
elevated at 45 degrees, is 10 to 15 cm. Normal right 
auricular pressure is about —7 cm.; in patients with 
emphysema without heart failure it is about —10 cm. 
Arterial samples were obtained from the brachial or 
femoral artery, and auricular samples were taken im- 
mediately after each arterial sample. Venesection was 
performed in 5 to 10 minutes and the necessary data were 
obtained immediately after venesection was finished. 
Intravenous digoxin was given in 1-5-mg. doses and the 
results were observed for 30 to 45 minutes. 

Arterial saturation was below 50% in 4 patients 
(33% in 1) without loss of consciousness. Right auricular 
pressure was increased in all cases (19 cm. saline in 1). 
Mean right ventricular pressure was increased in the 7 
cases in which it was measured. The heart rate was 
moderately increased, ranging from 100 to 120, in 12. 
The cases were divided into two groups: 11 cases, with 
systolic pressure exceeding 90 mm. Hg, had an increased 
cardiac output; and 7 cases, in the terminal phase 
with systolic pressure below 90 mm. Hg, had a decreased 
or normal cardiac output. In 6 patients administration 
of oxygen increased the arterial oxygen saturation and 
the blood pressure, and in all but 1 case decreased the 
cardiac output. There was no constant change in the 
right auricular pressure. Venesection, in 4 observations, 
caused a fall in right auricular pressure and, in 3 observa- 
tions, a decrease in cardiac output and a slight fall in 
blood pressure. The effect on the pulse rate was slight 


‘and variable. The intravenous injection of digoxin in 


S cases produced a fall in right auricular pressure, with a 
decrease in cardiac output in 3 cases and an increase in 2. 
There was no significant change in the heart rate. The 
11 cases in the first group were somewhat analogous to 
patients with the heart failure of severe anaemia. There 
was a low arterial oxygen saturation with a raised venous 
pressure and an increased cardiac output, while a fall in 
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venous pressure, produced by venesection or digitalis, 
caused a decrease in cardiac output. It is suggested 
that chronic overwork of the heart, indicated by the 
increased cardiac output, is the cause of the left ventricular 
hypertrophy sometimes seen in cor pulmonale. The 
observations indicate that the raised venous pressure and 
increased cardiac output are compensatory, and that 
lowering the venous pressure by venesection or digitalis 
is likely to be harmful. The administration of oxygen 
is the most valuable remedy. Arthur Willcox 


911. The Size. and Function of the Human Heart at 
Rest in Semi-starvation and in Subsequent Rehabilitation 
A. Keys, A. HENSCHEL, and H. L. TAYLor. American 
Journal of Physiology {|Amer. J. Physiol.] 150, 153-169, 
July, 1947. 1 fig., 32 refs. 


This work was undertaken to repudiate the orthodox 
belief that the heart is resistant to undernutrition and 
that its functional capacity is not markedly affected by 
starvation. The experiment described was performed 
to determine the influence of semi-starvation on the 
cardiovascular system; 32 young healthy men were 
given a semi-starvation diet which reduced their body 
weight by about 0 e-fourth and produced typical signs 
of starvation in 6 months. 

The subjects were observed for 3 months before the 
experiment, during semi-starvation, and during a long 
period of rehabilitation. The most conspicuous changes 
occurred in the pulse rate: bradycardia was noted, the 
rate being as low as 28 in some subjects. Definite signs 
of hypotension developed in the middle phase of semi- 
starvation, when the body weight loss was about 15%. 
The pulse returned to normal after 20 weeks of rehabilita- 
tion, with a short phase of tachycardia in the second week. 
During the first 12 weeks of semi-starvation the size 
of the heart diminished at almost the same rate as the loss 
of body weight. Later on this diminution became less 
marked, and finally an average loss of heart volume of 
17% corresponded to a reduction in total body weight 
of 24%. The heart-volume reduction was mainly due 
to shrinking of the transverse diameter; the heart 
assumed a considerably more vertical position in the 
chest. After 32 weeks of rehabilitation the majority 
of cardiovascular measurements returned to control 
levels. The physical work of the heart, as expressed by 
the product of the minute volume and the mean arterial 
blood pressure, fell by 50° compared with the control 
value. After 20 weeks of rehabilitation it was 90% of | 
the normal value. . 

The amount of blood ejected in systole per unit of 
diastolic volume is not decreased in starvation, but in 
rehabilitation the diastolic heart size increases out of 
proportion to the stroke output; the heart was therefore 
more likely to fail in early rehabilitation than in starva- 
tion. One case of congestive failure in rehabilitation 
responded promptly to conservative treatment. Other 
investigations included those of oxygen saturation of 
venous blood, venous pressure, and peripheral circulation; 
the first two declined markedly in starvation and signs of 
impaired peripheral circulation were present, as described 
by previous workers. 
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The authors conclude that there is at present enough 
convincing evidence that “ starvation results in a reduc- 
tion in cardiac tissue which at least approaches the pro- 
portions of the general loss of body weight”. Apparently 
necropsy findings from large series of persons dying 
during a famine agree with the conclusions of the present 
experimental work. A. I.. Suchett-Kaye 


912. The Technique of Fetal Electrocardiography 
S. H. BLONDHEIM. American Heart Journal [Amer. 
Heart J. 34, 35-49, July, 1947. 5 figs., 44 refs. 


Human foetal electrocardiography has been achieved 
in the later half of pregnancy by using an electro- 
encephalograph; at or near term the standard electro- 
cardiograph may give satisfactory records. This 
procedure may occasionally be useful as an aid to deciding 
whether the foetus is alive or not. H. E. Holling 


913. Alterations in the Form of the Electrocardiogram 
in Patients with Mental Disease 

H. E. Hever, H. M. Winans, and V. I. PLESSINGER. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 214, 23-26, July, 1947. 20 refs. 


In a series of 200 patients with mental disease a high 
incidence of electrocardiographic aberrations was noted 
as compared with 200 normal subjects. Definite changes 
were noted in 21-5% of the psychiatric patients, as com- 
pared with a frequency of only 3% of such changes in the 
normal subjects. The similarity of many of these 
changes to those produced by emotional stimuli, and by 
artificial means of stimulation of the autonomic nervous 
system, is discussed. The need for caution in inter- 
preting such findings as abnormal, when they are seen 
in mentally ill patients, or in normal persons who are 
temporarily emotionally disturbed, is pointed out.— 
[Authors’ summary.] 


914. Paroxysmal Tachycardia followed by Temporary 
Inversion of the T Waves 

R. E. Steen. British Heart Journal (Brit. Heart 9, 
81-84, April, 1947. 1 fig., 10 refs. 


A case of paroxysmal tachycardia with temporary 
inversion of the T waves in leads I and II is described. 
The ease with which these changes may be confused with 
coronary disease is emphasized. H. E. Holling 


915. The Use of Anticoagulants in the Management of 
Acute Myocardial Infarction. A Preliminary Report 

R. L. Parker and N. W. BARKER. Proceedings of the 
Staff Meetings of the Mayo Clinic [Proc. Mayo Clin.] 22, 
185-192, May 14, 1947. 9refs. ° 


A series of 50 cases of cardiac infarction treated with. 


dicoumarol is compared with a previous series in which 
no anticoagulants were employed. The drug was given 
to all patients on admission except those with renal or 
hepatic disease or bleeding ulcers. Treatment was con- 
tinued for an average of 24 days. [Heparin was given as 


well as dicoumarol in 10 of the cases, but the grounds for 
this are not stated; details of administration are not 
mentioned, but efforts were made to maintain the pro. 
thrombin content between 10 and 30% of the normal, 
How these limits correspond to the usual method of 
estimating the prothrombin time in seconds is not clear.] 

Although daily estimations of the prothrombin level 
were made, these fell below the desired limits in 24% 
and vitamin K was given intravenously. Complications, 
however, were confined to haemorrhage into the knee. 
joint in 1 patient and mild epistaxis in another. In 12% 
the level returned to normal during the course, and | 
patient experienced a second infarct during this lapse, 
Vascular complications, such as emboli or second 
infarcts, occurred in only 4%, compared with 37% in the 
previous series; but the mortality rate in the two series 
was almost identical, 

[This paper raises the question of the desirability of 


~ using dicoumarol as a routine in all cases of coronary 


occlusion, but hardly supplies the answer.] 
C. W. C. Bain 


916. Treatment of Effort Angina with Sex Hormones; 
Preliminary Report. [In English] 

R. Lurr and G. MALMstrROM. Cardiologia (Cardiologia, 
Basel] 11, 303-331, 1946-7. 10 figs., 38 refs. 


The treatment of angina pectoris with sex hormones is 
described. The 8 male patients were all found to have 
decreased libido and were treated with testosterone pro- 
pionate by injecting 10 to 25 mg. “ perandren”’ every 
second, third, or fourth day; the 2 female patients were 
treated with oestradiol dipropionate in the form of 
“* follicyclin’’ 1 mg. injected every 2 to 3 days, and 
“* stilbol ’’ 2 to 3 mg. daily. There was some subjective 
improvement of the anginal symptoms in all cases, and 
improvement in electrocardiographic changes was 
recorded in some of the cases. H. E. Holling 


917. The Effect of Demerol, Ergotamine, and Dihydro- 
ergotamine on Mortality after Coronary Occlusion in Dogs 
G. W. MANNING and G. C. CAUDWELL. British Heart 
oo [Brit. Heart J.] 9, 85-95, April, 1947. 5 figs., 
49 refs. 


Acute coronary occlusion was produced in conscious 
dogs by tightening the ends of a ligature which 24 hours 
before had been passed round the circumflex branch of 
the left coronary artery. This procedure caused death 
in 18 of 24 dogs within 24 hours; ventricular fibrillation 
and ventricular tachycardia were frequent terminal con- 
ditions. Previous experiments had shown that bilateral 
cardiac sympathectomy reduces the early mortality to 


1 in 10. In this series of observations the sympathetic ° 


inhibitor ergotamine tartrate given intravenously in 
doses of 0:25 mg. per kilo caused toxic manifestations 
and had no effect on the mortality rate. A newer 
sympathetic inhibitor—dihydro-ergotamine—given in 
doses of 0-4 mg. per kilo intravenously 4 to 5 minutes 
before tightening the ligature did not cause toxic mani- 
festations and did reduce the incidence of ventricular 
fibrillation and the mortality rate. These drugs are 


supp¢ 
excite 
Th 
antisy 
was é 
dose 
dose 
secon 

was 
thoug 
some 
(Tk 
practi 
prom 
j 

| 
R.PL 
16, 1. 
Fre 
auth 
show 
conve 
expre 
suggs 
fuller 
other 
facto 
essen 
hom 
is git 
tensi 
auth 
plea | 
hype 

tion 
919. 
centi 
Hyp 
Phys 
29 re 
TI 
inve: 
gen- 
appl 
fron 
indu 
hype 
| anin 
pres 
coul 
| mail 
pres 
| of p 


on 


- each advance of the disease. 


DISORDERS OF 


posed to act rather by inhibiting myocardial 
excitability than by dilating the coronary vessels. 

The drug demerol (pethidine); which is said to possess 
antispasmodic or parasympathetic depressant properties, 
was also used. It was given intramuscularly in a first 
dose of 10 mg. per kilo, and after 25 minutes in a second 
dose of 5 to 10 mg. per kilo. Ten to 20 minutes after the 
second dose the coronary artery was ligated. The drug 
was not effective in reducing immediate mortality, 
though it may have prevented ventricular fibrillation in 
some cases of ventricular tachycardia. 

[The results are not directly applicable to clinical 
practice, for the physician is seldom at hand to deal so 
promptly with an attack of coronary thrombosis, but a 
possibly useful method of treatment is suggested.] 

H. E. Holling 


DISORDERS OF CIRCULATION 


918. Heredity in Hypertension 
R.PLatr. Quarterly Journal of Medicine (Quart.J. Med. ] 
16, 111-133, July, 1947. 4 figs., 14 refs. 


From the literature, and from an analysis of the 
author’s Own series, convincing evidence is set out to 
show that essential hypertension is a hereditary disease, 
conveyed as a Mendelian dominant, with a rate of 
expression of more than 90%. In the absence of a 
suggestive family history in a patient with hypertension, 
fuller investigation should be made to exclude a renal or 
other causal factor. It is considered that psychological 
factors play little or no part in the development of 
essentialhypertension. Malignant hypertension isnot the 
homozygous expression of the gene, and strong support 
is given to the belief that benign and malignant hyper- 
tension are varieties of one and the same disease. The 
author considers these terms unfortunate and makes a 
plea for the use of the terms “‘ simple ”’ and “‘ compound ”’ 
hypertension—the one implying a steady, slow accumula- 
tion of effect, the other an ever-increasing speed with 
T. Semple 


919. Renin, Hypertensinogen, and Hypertensinase Con- 

centration of Blood of Dogs during the Development of 

Hypertension by Constriction of the Renal Artery 

F. W. Haynes and L. Dexter. American Journal of 

eed [Amer. J. Physiol.] 150, 190-197, July, 1947. 
refs. 


The work outlined in this paper was undertaken to 
investigate the relation between the renin—hypertensino- 
gen-hypertensin system and the hypertension after 


‘application of a Goldblatt clamp. Plasma was collected 


from dogs in which hypertension had been experimentally 
induced, and the levels of renin, hypertensinogen, and 
hypertensinase were determined. In the majority of 
animals the rise in renin ran parallel to that of the blood 
pressure, but late in the post-operative stage no renin 
could be detected while the high blood pressure was still 
maintained; in two instances high plasma renin was 
present at a time when the blood pressure fell in the course 
of post-operative or terminal shock. 
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High concentrations of renin were associated with a 
rise in non-protein nitrogen and decrease in hyperten- 
sinogen, but the latter frequently showed no significant 
change. During these experiments no significant changes 
in the hypertensinase content of the plasma were noted. 

In the light of these findings, no single and final 
interpretation of the mechanism of hypertension is 
possible. It seems that renin may initiate a rise in blood 


. pressure, but in the chronic stage renin may be absent. 


The authors suggest that in the chronic phase of hyper- 
tension the amounts of renin may be so small that they 
cannot be detected by our present methods of determina- 
tion. Possibly the acute phase is produced by the renal 
humoral pressor factor, whereas in late renal hyper- 
tension the high blood pressure is due to the action of the 
sympathetic nervous system. The equivocal changes 
in the amounts of hypertensinogen and hypertensinase 
do not warrant any statement as to their relation to 
hypertension. AJ. Suchett-Kaye 


920. Renin Content of Renal Venous Blood of Normal 
and Hypertensive Patients at Rest 

F. W. Haynes, L. Dexter, and R. E. SEIBEL. American 
Journal of Physiology [Amer. J. Physiol.] 150, 198-201, 
July, 1947. 1 fig., 13 refs. 


Renin is secreted by the kidney into the general circula- 
tion through the renal vein. The authors give the results 
of investigation into the renin content of renal venous 
blood in hypertensive patients and controls; the hyper- 
tensive patients were chosen at random [no aetiological 
classification is mentioned]. Samples of blood were 
obtained by catheterization of the right renal vein: a 
radio-opaque catheter was introduced into the right 
cardiac chambers, as for intracardiac catheterization, and 
passed through the inferior vena cava into the right renal 
vein. The collected blood was assayed for renin titre. 
The results are inconclusive, because renin was found in 
the same proportion of patients suffering from hyperten- 
sion as of the controls. A. I. Suchett-Kaye 
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921. Coarctation of the Aorta: II. Clinical Features 
C. BRAMWELL. British Heart Journal [Brit. Heart J.] 9, 
100-124, April, 1947. 10 figs., 38 refs. 


The clinical features of coarctation of the aorta are 
described. The description is based on a series- of 26 
cases seen by the author, and on a careful study of the 
literature. The signs and symptoms are frequently 
slight; consequently the condition must be continually 
kept in mind if it is to be diagnosed. It is important to 
recognize its presence, since the sufferer may die suddenly, 
and since the condition will often respond to treatment. 
It may be diagnosed if the following points are kept. in 
mind. Dyspnoea, palpitation, and excessive fatigue may 
follow some intercurrent infection or physical strain. 
Pain in the trunk and arms may result from pressure of 
the dilated collateral arteries on nerves. A high systolic 
blood pressure in the upper limbs is frequently associated 
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with a low systolic pressure in the lower limbs, and in the 
latter the arterial pulses may be impalpable. This sign, 
however, is not invariable. Excessive pulsation may be 
seen at the root of the neck, and in a good light the 
pulsation of the collateral arteries may be seen on the 
front and back of the chest. Over these arteries a late 
systolic murmur may frequently be heard. The most 
important radiological finding is the notching of the ribs 


by the collateral arteries; another radiological finding . 


is the appearance of a double aortic knuckle caused by 
the dilatation of the left subclavian artery and the 
termination of the aorta at the coarctation. In rare cases 
the coarctation itself may be visible in the left oblique 
view. Abnormal signs may be entirely absent when the 
narrowing of the aorta is not pronounced. If symptoms 
are so severe that the condition is diagnosed in childhood 
the patient rarely lives to 30 years, but if the circulation 
is impeded so little that the subject survives without 
serious symptoms for 30 years the normal expectation of 
life may not be sfortened. Generally it is wise to limit 
the activity of patients in whom the condition has been 
diagnosed; females suffering from coarctation of the 
aorta who become pregnant should be delivered by 
Caesarean section. H. E. Holling 


922. Arteritis Temporalis (Horton). (A Symptom of a 
Generalized Vascular Disease.) A Survey and a Case with 
Glaucoma. [In English] 

T. ANDERSEN. Acta Medica Scandinavica [Acta med. 
scand.] 128, 151-178, 1947. 3 figs., 39 refs. 


A non-fatal case of temporal arteritis associated with 
glaucoma is reported. Cases previously reported, 
totalling 56, and the relevant literature are reviewed ; it is 
pointed out that Jonathan Hutchinson described the 
condition in 1890. The work of Cooke and others is 
accepted as establishing the general nature of this vascular 
disease, and phlebitis as one of its manifestations is 
discussed. Temporal phlebitis has been reported and the 
possibility that glaucoma developed in the present case 
as a result of venous involvement is suggested, although 
. the vein was not examined. Though there are clinical 
and pathological indications of an infective aetiology, 
no proof is forthcoming. The disease manifests itself 
frequently by vague general symptoms, such as fatigue, 
anorexia, rheumatic pains, and fever, until with the 
involvement of the temporal or other superficial cranial 
arteries headache appears gradually or suddenly. By 
contrast, headache may be the first symptom and may 
radiate to the jaw or tongue. Involvement of the 
temporal arteries is the most frequent sign, and is 
followed next in frequency by lesions in the vessels 
supplying the optic nerve or retina; it is estimated that 
40% of patients with temporal arteritis develop ocular 
symptoms. The development of these and associated 
cerebral, cardiac, and abdominal manifestations is 
discussed. Diagnosis is only possible when superficial 
vessels are involved and biopsy can be done, although 
the finding of a persistently high erythrocyte sedimenta- 
tion rate is suspicious. The use of anticoagulants is 
discussed, though they were not given in the case reported. 

The interesting feature in this report and review is 
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the discussion of venous involvement; in future, biopsy 
of vein as well as of artery would be advisable. The 
disease is probably not very rare and serious complica- 
tions are less common than this article indicates. The 
use of anticoagulants seems, however, a further possible 
line of experiment (Robertson, Brit. med. J., 1947, 2, 
168).] W. A. Bourne 


923. Temporal Arteritis. [In English] 
P. PetoLa. Annales Medicinae Internae Fenniae {Ann, 
Med. intern. fenn.] 36, 112-123, 1947. 2 figs., 10 refs, 


A typical case of temporal arteritis, stated to be the 
first from Finland, is described. A woman of 73 had 
severe pains in the legs, shoulder, and head, with visual 
impairment and general febrile symptoms over 9 months, 
Two weeks previously the patient was considered to have 
had atypical pneumonia. The course of the arteritis 
was complicated by herpes zoster and thrombophlebitis; 
radiographs showed transitory rarefaction of some 
metatarsals. The author entertains the possibility of a 
virus aetiology. 

There have been about 60 previously reported cases, 
and the condition is no longer thought to be confined to 
the temporal arteries. Diagnostic resection of an affected 
artery is followed by amelioration of symptoms, and has 
been carried out in about half the cases. In the present 
case the biopsies showed active inflammatory changes 
which were most marked in and about the adventitial 
vasa. The exudate was largely fibrinous but contained 
various inflammatory cells. Eosinophils characteristic 
of polyarteritis nodosa were scanty, but the giant cells 
often found in temporal arteritis were also absent. The 
media exhibited focal necrobiotic changes. Collagen 
and elastic fibres were often swollen and sometimes 
fragmented. The intima showed a compensatory 
thickening which was largely elastic. 

[There is a slight discrepancy between the arteries 
excised and those described.] D. M. Pryce 


924. Unusual Longevity in Aneurysm of the Thoracic 
Aorta 

R. KAuNTZzE. British Heart Journal [Brit. Heart J.) 9, 
96-99, April, 1947. 2 figs., 5 refs. 


In 1919 at the age of 34, the patient described began to 
complain of pains in the back of his head and down the 
left side of his neck; 2 years later, when his medical record 
begins, recurrent streaking of the sputum with blood 
occurred and he had difficulty in swallowing solids. 
Radiographs at that time showed an aneurysm of the 
aorta. Antisyphilitic treatment was given, and though 
he did not attempt any regular work he remained fairly 
well through the intervening years. In 1946, the date of 
this report, the aneurysm had eroded through the manu- 
brium sterni and the patient had motor aphasia and slight 
weakness of the left arm, possibly the result of a cerebral 
thrombosis. This patient has now lived 27 years since 
his condition was diagnosed and his physical condition 
is still reasonably good, whereas. the usual expectation of 
life after the diagnosis of aneurysm of the aorta is about 
20 months. H. E. Holling 
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925. Observations on the Study of Lymph-node Puncture. 
(Contribution a l’étude de la ponction ganglionnaire) 

D. BAKALOs and K. Maroutsos. Sang [Sang] 18, 
280-296, 1947. 8 figs., 19 refs. 


Lymph-node puncture is a useful method for differenti- 
ating the various lymphadenopathies, and also. for 
cytological examination. The authors found that the 
lymphoblast, so long regarded as the parent cell of the 
lymphocytes, represents, in fact, only a stage in their 
development. The number of lymphoblasts in the 
“lymphogram ” (better known as the “‘ adenogram ”’) is 
not great enough to produce all the lymphocytes; and 
neither the structure nor the reactions of the lympho- 
blasts are those of real stem cells. A less differentiated 
element, directly derived from the reticulo-endothelium, 
is regarded as the parent of the lymphocytes. The 
glandular reactions in secondary syphilis and in rabbits 
repeatedly injected with carmine are described and 
illustrated in confirmation of this view. 

In lymphatic leukaemia, node puncture is of little 
diagnostic value, but repeated examination of the peri- 
pheral blood, the marrow, and lymph nodes throws some 
light on the relations of lymphosarcoma and leukaemia. 
The authors do not regard lymphatic leukaemia as a 
systemic disease due to proliferation of a stem cell but 
as an overgrowth of lymphatic cells of different types. 
Thus, overgrowth of the ordinary series (the small 
lymphocyte) leads to typical chronic lymphatic leukaemia 
and to localized growths, whereas large-celled lymphatic 
leukaemia and typical lymphosarcoma result from 
proliferation of the “‘ young round cell’’. [The argu- 
ments should be read in the original paper.] 

Lymph-node changes in WHodgkin’s disease are 
described; the authors find that the early changes are 
not pathognomonic, while irradiation leads to such a 
complete cellular change that diagnosis is no longer 
possible by node puncture. It is alleged that sarcoma 
and carcinoma cells, as seen in films from lymph-node 
puncture, resemble one another so closely as to be 
indistinguishable. A. Piney 


926. Studies on the Part Played by the B Group Vitamins 
in Haematopoiesis. (Nouvelles études sur l’intervention 
de quelques vitamins B dans I’hématopoiése) 

A. ASCHKENASY. Annales de Biologie Clinique [Ann. 
Biol. clin.] 5, 262-272, May-July, 1947. 16 refs. 


The effect on haematopoiesis of adding aneurin, 
riboflavin, and nicotinamide to the diet of rats has been 
studied. Young rats fed on a protein-free diet contain- 
ing added aneurin (2-5 mg. per day), but not those fed on 
a similar aneurin-free diet, developed severe anaemia 
and liver necrosis. The anaemia and liver damage were 
prevented by adding methionine (75 mg. per day), and 
the liver damage alone by adding cystine (60 mg. per day), 
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to the aneurin diet. Large doses of aneurin (5 mg. per 
day) did not affect the blood or liver of rats fed on a diet 
containing 15% of casein. It is suggested that the 
anaemia and liver damage were caused by exhaustion of 
the body reserves of methionine. Liver lesions are 
probably not observed in rats fed on diets free from 
aneurin and protein because the animals die before the 
methionine reserves are exhausted. Aneurin (10 mg. 
per day) had a favourable action on the blood pattern of 
rats which had received 120 mg. of p-benzylsulphonamide 
per day. 

Added riboflavin (4-5 mg. per day) increased slightly 
the production of red blood cells by rats fed on a diet 
containing 15% of casein but did not affect it in rats fed 
on a protein-free diet. 

Nicotinamide (50 mg. per day) promoted erythro- 
poiesis from endogenous protein but not from ingested 
protein and, in contrast to aneurin and riboflavin, 
favoured the production of granulocytes at the expense 
of tissue protein. J. E. Page 
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927. The Anemia of Infection. VI. The Influence of 
Cobalt on the Anaemia Associated with Inflammation 

M. M. WIntTRoBE, M. GRINSTEIN, S. R. HUMPHREYS, 
H. ASHENBRUCKER, and W. WortH. Blood [Blood] 2, 
323-331, July, 1947. 4 figs., 39 refs. 


Anaemia associated with infection often proves refrac- 
tory to treatment, and is usually relieved only when the 
underlying infection is successfully eradicated. This 
paper describes an attempt to find the effect of cobalt on 
the failure of haemoglobin formation in these anaemias. 

Experiments were carried out on rats. In the first 
experiment 24 rats in four groups of 6 each were used. 
Group I was the control group. Group II (‘ cobalt ’’) 
received 0-125 mg. cobalt (0-5 mg. CoCl,. 6H,0) intra- 
peritoneally daily. Group III (‘* cobalt and turpentine *’) 
received intramuscular injections of 0-25 ml. turpentine, 
repeated according to the clinical condition of the 
animals; CoCl, .6H,0, 0-5 mg. was also given intra- 
peritoneally each day. Injections of turpentine were 
given to group IV (“ turpentine ’’”) as in group III, but 
no cobalt. 

The second experiment was a repetition of the first, 
modified so that the first injection of turpentine was 
0:25 ml. and the succeeding weekly doses were 0-125 ml. 
A definite abscess appeared by the third week. In a 
third experiment the same procedure was followed with 
14 rats in each group, while a fifth group (“ cobalt after 
turpentine ’’) received the same preliminary treatment as 
group IV but after the anaemia had developed 0-125 mg. 
cobalt per rat was given daily. Peripheral blood was 
examined in specimens obtained from the tail. At the 
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end of the experiments blood was drawn from the 
abdominal aorta, and plasma iron, serum copper, 
erythrocyte protoporphyrin, and plasma protein were 
estimated from the pooled blood from each group of 
animals. 

Results showed that the administration of cobalt led 
to the development of polycythaemia, and that the 
injections of turpentine were associated with a moderate 
anaemia. When cobalt was given in addition to turpen- 
tine the tendency of the latter to produce anaemia was 
overcome and polycythaemia, less marked than that in 
animals receiving cobalt only, developed. The impair- 
ment of haemoglobin production resulting from turpen- 
tine injections was associated with a reduction in plasma- 
iron level and an increase in erythrocyte protoporphyrin, 
which have been observed in patients with anaemia 
accompanying inflammation. Similar but less marked 
chemical changes occurred when cobalt only was given 
and polycythaemia produced. There was less increase in 
weight when turpentine or cobalt was given, particularly 
cobalt. The rats receiving both turpentine and cobalt 
gained least weight. Total plasma-protein levels were 
reduced in all the groups as compared with the controls 
because of a reduction in the plasma-albumin fraction. 
This was not accompanied by an increased excretion of 
urinary nitrogen as measured by the urinary urea and 
ammonia. 

The mode of action of cobalt is not known. Previous 
studies by the same authors have shown that the hypo- 
ferraemia associated with infection is not due to lack of 
iron and cannot be corrected by intravenous infusions of 
iron; it is presumably due to some disturbance of iron 
metabolism whereby utilization of iron is affected. The 
results of the present experiments are believed to be 
consistent with the hypothesis that cobalt favourably 
influences the utilization of iron for the synthesis of 
haemoglobin. R. Winston Evans 


928. The Present Status of Pteroylglutamic Acid and of 
Other Hematopoietic Agents 

A. D. Wetcu. Federation Proceedings [Fed. Proc. 6, 
471-479, June, 1947. Bibliography. 


This paper is concerned with the functional relation 
between folic acid and the anti-pernicious-anaemia 
principle in liver extracts. [It consists, for the most 
part, of a critical review of the recent literature in this 
field; since this is not suitable for abstracting, it should 
be read in the original by those interested.] 

The author concludes by suggesting a new theory which 
is believed to reconcile some, but not all, of the apparently 
conflicting data. It is suggested that certain materials 
necessary for haematopoiesis may be synthesized by 
either of two alternative mechanisms, one depending on 
the catalytic action of the anti-pernicious-anaemia 
factor present in liver extracts, the other upon that of 
folic acid. It is thought that in man the two mechanisms 
may overlap, although probably neither can be wholly 
dispensed with, and that the state of pernicious anaemia 
may reflect a deficiency of both factors. That the factors 
in refined liver extracts cannot be entirely replaced by 
folic acid is shown by the neurological relapse occurring 
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in patients whose haematological maintenance on folic 
acid has been excellent. Clinical evidence indicates that 
the factor present in refined liver extract cannot replace 
completely the folic acid requirement of man, and animal 
experiments suggest that the relative importance of the 
two anti-anaemic factors may vary in different animal 
species. Davis 


929. “ Castle’s Test ’’ in Pernicious Tapeworm Anemia, 
Diphyllobothrium latum and Pernicious Anemia. VII. 
{In English] 

B. voN BonsporFr. Acta Medica Scandinavica [Acta 
med. scand.] Suppl. 196, 456-477, 1947. 14 figs., 7 refs. 


It-has previously been shown that patients with tape- 
worm infestation and a megalocytic anaemia secrete 
intrinsic factor and that there is usually plenty of extrinsic 
factor in their diet. In the present investigation the 
author attempts to ascertain whether the worm infesta- 
tion interferes with the interaction of intrinsic and 
extrinsic factors in the gut. 

Gastric juice was obtained from healthy normal 
young adults or from suitable patients after the injection 
of 12 to 16 units of insulin, 150 to 175 ml. of this being 
mixed with 150 g. minced beef, brought to pH 7:0 to 7-4, 
and either fed directly to subjects under investigation or 
incubated at 37°C. for 6 hours before feeding. The 
blood of 4 patients with pernicious anaemia responded 
rapidly when these mixtures were fed, and incubation of 
the mixture before ingestion did not appear to make any 
difference. On the other hand, in 7 subjects with tape- 
worm anaemia remission was absent or very slight after 
ingestion of the mixture, whether previously incubated 
or not. Removal of the worm resulted in a good 
response, even to 150 g. of meat without any external 
source of intrinsic factor. Slight responses were obtained 
in 2 other cases of pernicious tapeworm anaemia to 150 g. 
meat per day without addition of gastric juice. 

The author concludes that, since there is evidence that 
liver preparations, either by mouth or parenterally, are 
effective in pernicious tapeworm anaemia, and since it 
has been shown that the worm in contact with liver 
preparations does not destroy anti-anaemic principle, 
the parasite interferes in some way with the interaction 
of extrinsic and intrinsic factors in the intestine. 

G. A. Smart 


930. Absence of a Macrocytic Anemia in Dogs fed 
Choline or Choline plus Fat 

M. F. CLARKSON and C. H. Best. Science [Science] 105, 
622-623, June 13, 1947. 1 fig., 6 refs. 


The administration of choline or of choline and fat 
to dogs resulted in no evidence of anaemia, so that the 
claims of previous workers that this procedure causes a 
macrocytic anaemia were not confirmed. Four dogs 
were maintained on a stock diet for at least 3 months, 
during which time the haematological values were studied. 
Choline was then added to the diet. Two of the dogs 
received 30 mg. of choline per kilo of body weight daily 
over a period of some 45 days. The other 2 dogs received 
10 mg. of choline per kilo of body weight, together with 
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60 g. of lard daily, but, since these animals refused their 
food after the first week, the fat and choline were dis- 
continued after the eighth day. Four other dogs were 
given 10 mg. of choline per kilo of body weight daily in 
dilute solution by stomach tube for 8 days. In none of 
the animals was a macrocytic anaemia observed during, 
or subsequent to, the period of choline feeding. 
L. J. Davis 


931. The Intrinsic Factor Activity of Highly Purified 
Preparations of Aminopolypeptidase. II. [In English] 
G. AGREN and J. WALDENSTROM. Acta Medica Scandi- 
navica [Acta med. scand.] Suppl. 196, 432-455, 1947. 
6 figs., 20 refs. 


The first part of this paper deals with the preparation 
from stomach mucosa and from gastric mucus of factors 
very rich in aminopolypeptidase I, and of the activa- 
tion of beef muscle by its incubation with these fractions. 
The concentrates were prepared from the mucosa of 
hog’s stomach and from hog’s gastric mucus by repeated 
differential precipitation with ammonium sulphate and 
absorption on to “‘ cel”’ in a sequence of carefully con- 
trolled conditions. The materials so obtained were 
incubated for 2 hours at 37° C. with a preparation from 
beef muscle which had been digested with pepsin and 
hydrochloric acid. After separation of the precipitate 
formed by centrifuging, the supernatant fluid was 
concentrated and dried in vacuo. 

In the second part of the investigation this dried 
material was fed in daily doses derived from 200 g. 
muscle and 10 to 40 g. fresh mucosa to 6 patients with 
pernicious anaemia. Another patient received casein 
digested with pepsin and then casein digest incubated 
with the aminopolypeptidase extract. Two cases of 
pernicious anaemia received the aminopolypeptidase 
extract alone. 

There was a change in the marrow towards normal in 
all but one of the patients who received the mixture of 
beef-muscle preparation and aminopolypeptidase con- 
centrate; in all patients the serum iron was lowered; 
most showed some degree of reticulocyte response, and 
it appeared that the peak which followed the subsequent 
injection of liver extract was somewhat depressed. The 
response in the haemoglobin content and in the red cell 
count could not be adequately followed because of 
shortage of the experimental preparations. There was 
no haematological response in the patient who received 
the casein preparations, and the results in the 2 receiving 
aminopolypeptidase concentrate alone were different, a 
response being obtained in one and not in the other. 

The authors conclude that these results show that 
aminopolypeptidase concentrates show a high intrinsic- 
factor activity when beef muscle is the source of extrinsic 


factor, and that it is likely that aminopolypeptidase and 


intrinsic factor are identical. G. A. Smart 


932. Treatment of Anemias in Infancy and Childhood 

H. G. PoncHEer. Journal of the American Medical 

— [J. Amer. med. Ass.] 134, 1003-1007, July 19, 


933. The Mode of Action of 7-Methyl Folic Acid 
G. J. MARTIN, L. TaLtmMANn, and J. Moss. Science 
[Science] 106, 168, Aug. 22, 1947. 2 refs. 


The primary action of sulphonamides has previously 
been found to be directed against the incorporation of 
p-aminobenzoic acid into pteroylglutamic acid. As the 
result of experiments with Staphylococcus aureus as a test 
organism, it is now claimed that sulphathiazole prevents 
the incorporation of p-aminobenzoic acid into pteroic 
acid, and that 7-methyl folic acid exerts a similar effect 
in displacing folic acid. It seems that methyl folic acid 
probably interferes with the synthesis of pteroylglutamic 
acid at the stage of pteroic acid formation and at the stage 
of union with glutamic acid, and that it has the further 
capacity to displace formed pteroylglutamic acid. 

; L. J. Davis 


934. Role of the Pancreas in the Process of Haemato- 
poiesis, (Ponb nomxenymouHoH B 
KPOBeCTBOpeHHA) 

V. I. RAKHMAN. Bpaue6xoe [Jeno [Vrach. Delo] No. 
2-3, 135-140, 1947. 1 fig. 


In seven experiments pancreatic juice collected from a 
dog under a stimulus to secretion was shown to con- 
tain the intrinsic factor of Castle, inasmuch as it caused 
when injected subcutaneously into male white rats a 
mean increase of 107-8% in their reticulocyte counts. 
From a man with hypochromic anaemia (haemo- 
globin 42%, red cells 3,990,000 per c.mm.), histamine-— 
resistant achylia gastrica, and hepatitis, pancreatic 
juice, collected by means of a duodenal sound after 
washing out the duodenum with ether and introducing 
hydrochloric acid, showed a much higher content of 
intrinsic factor (reticulocyte increase + 620%) than either 
the gastric juice or the bile. In a woman with hypo- 
chromic anaemia (haemoglobin 32%, red cells 1,740,000 
per c.mm.) histamine-resistant achylia gastrica, and 
absence of intrinsic factor from the gastric juice, a great 
concentration of intrinsic factor was similarly found in 
the pancreatic juice (reticulocyte increase +620%). It 
thus appears that when the concentration of intrinsic 
factor in the gastric juice is subnormal there is a com- 
pensatory increase in the excretion of this factor by the 
pancreas. It is suggested that in the treatment of 
pernicious anaemia (“ achylia anerythropoetica pan- 
creatin should be used in combination with liver prepara- 
tions. The findings of earlier workers on this subject 
are reviewed, but no references are given. . 

T. R. Parsons 


935. Pernicious Anemia. Untoward Therapeutic Effects 
of Thiamine or Niacin 

G. E. FARRAR. Pennsylvania Medical Journal [Penn. 
med. J.] 50, 1053-1059, July, 1947. 2 figs., 3 refs. 


The effect of imbalance in the supply of the several 
components of the vitamin-B complex was investigated, 
and a detailed report is given on the observation on 


6 patients studied for periods of 2 to 7 years: 5 had 


pernicious anaemia and the sixth was a case of nutritional 
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macrocytic anaemia. The nutritional condition of the 
patients seemed to be of paramount importance in 
relation to the effect of such imbalance. When thiamine 
alone was given to undernourished patients with perni- 
cious anaemia glossitis became aggravated and symptoms 
of pellagra developed but could be made to disappear 
by the oral administration of niacin. Transient aggrava- 
tion of the peripheral neuritis was also observed. In 
such cases improvement of the anaemia to normal or 
almost normal figures was achieved by means of thia- 
mine. If the diet was relatively adequate no pellagrous 
symptoms followed the administration of thiamine, nor 
did any improvement of the anaemia occur. If niacin 
alone was given to patients whose blood counts had been 
maintained at a normal level by means of parenteral liver 
therapy a relapse of the anaemia occurred, usually within 
4 to 8 weeks: niacin seemed to accelerate the relapse: 
in one case it occurred within 4 months, as compared 
with 18 months when no treatment at all was given. 
[The transient aggravation of peripheral neuritis as a 
result of giving thiamine recalls the observation made in 
experimental work as well as in man that in cases of 
circulatory disturbances due to vitamin-B deficiency 
transient aggravation of abnormal features in the electro- 
cardiogram may occur at the beginning of treatment with 
thiamine concurrently with an improvement in the 
patient’s general condition.] A. Schott 


HAEMORRHAGIC DISEASES 


936. Congenital Hypoprothrombinaemia and Pseudo- 
hypoprothrombinaemia 

A. J. Quick. Lancet [Lancet] 2, 379-382, Sept. 13, 1947. 
16 refs. 


The author’s views on the factors involved in coagula- 
tion of the blood are first summarized. Starting with the 
well-known equation: prothrombin+ thromboplastin + 
calcium=thrombin, he has shown that when the throm- 
boplastin, calcium, and fibrinogen are kept constant the 
clotting time becomes a quantitative measure of the 
prothrombin. However, the prolonged clotting time 
obtained when stored plasma is tested is not due to a true 
diminution of prothrombin but to the disappearance of a 
labile factor which is not as readily adsorbed by aluminium 
hydroxide as is prothrombin itself. The activity of stored 
plasma, as measured by the prothrombin time, can be 
restored by adding fresh plasma from which prothrombin 
has been removed by adsorption. A clinical manifesta- 
tion of a deficiency of this labile factor has been reported 
by Owren. Such a clinical condition, however, must be 
extremely rare. 

The investigation of two families, members of which 
had increased prothrombin times, is reported. In the 
first family, an apparently normal male, his mother, and 
his sister had consistently prolonged prothrombin times 
of 16,seconds (normal, 11 to 12 seconds). Administra- 
tion of vitamin K did not affect the prothrombin time, 
and as the prothrombin time in all three subjects was less 
than the critical, abnormal bleeding did not occur. It 


is suggested that this represents a true hereditary and 
familial hypoprothrombinaemia, because a mixture of 
the plasma of one subject with an equal volume of normal 
plasma had a prothrombin time intermediate between 
those of the individual samples, and because the subject's 
absorbed plasma greatly reduced the prothrombin time 
of stored normal plasma and so was not lacking in the 
labile factor. 

In the second family, 2 brothers had a history of bleed- 
ing since early infancy, whereas the father, the mother, 
1 other brother, and the 4 grandparents were normal, 
The prothrombin time of these 2 affected subjects was 
consistently 19 or 20 seconds. In neither case was the 
prothrombin time influenced by vitamin K. The 
apparent hypoprothrombinaemia of these 2 children 
could be completely corrected by mixing their plasma 
with an equal volume of normal plasma. Moreover, 
the adsorbed plasmas added to stored plasma completely 
restored the prothrombin activity of the latter. There- 
fore, they apparently had both normal prothrombin and 
labile factor components. For such cases the name 
** pseudo-hypoprothrombinaemia’”’ is suggested. The - 
lack of still another factor is postulated to explain such 
cases. John F. Loutit 


937. Granulopenic Thrombocytopathy. 
cytopathie granulopénique) 

A. Fonto. Revue d’Hématologie [Rev. Hémat.] 2, 151- 
159, 1947. 5 figs., 21 refs. 


A new haemorrhagic syndrome with the following 
characteristics is described. (1) Mucosal haemorrhages, 
especially from the nose, gastro-intestinal tract, and 
kidneys, with severe bleeding from dental extractions. 
(2) Absence of haemarthroses, spontaneous subcutaneous 
bleeding, and haematomata. (3) Inheritance as a 
“dominant”. (4) Normal platelet counts, but with 
structural abnormalities in the platelets, which have a 
bulky, poorly granular cytoplasm. (5) Rapid passage 
of platelets from the active to the inactive phase (see 
Fonio and Schwendener, Die Thrombozyten des men- 
schlichen Blutes, Berne, 1942, for explanation of the 
concept). (6) Slightly prolonged coagulation _ time, 
because coagulation begins late, although it then proceeds 
normally. The clot retracts normally or even excessively. 
(7) No increase of capillary fragility, bleeding time being 
normal. 

[The present author uses the adjective “* granulopenic ” 
to refer to the paucity of granules in the platelets, not in 
the commoner sense in relation to granular leucocytes.] 

A. Piney 


(La thrombo- 


938. Thromboplastic Activity of the Urine 

L. M. Tocantins and J. N. Linpquist. Proceedings of 
the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol., N.Y.] 65, 44-49, May, 1947. 
1 fig., 14 refs. 


Addition of normal, protein-free urine to normal or 
haemophilic whole blood accelerated its coagulation. 
Urine from haemophiliacs had the same effect. Filtra- 
tion through a Berkefeld filter reduced this action on 
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haemophilic blood, which was not due to prothrombin 
or thrombin in the urine and appeared to be a thrombo- 
plastic activity. The lyophilized, dialysed urine residue 
had a clot-accelerating effect on normal and haemophilic 
blood in vitro. Intravenous injection into a haemophiliac 
caused a temporary reduction in coagulation time, but 
doses of 5 to 10 mg. gave histamine-like toxic effects. 
Marjorie Le Vay 


939. A Study of the Coagulating Action of Human 
Milk in Haemophiliacs. (Etudes sur l’action coagulante 
du lait humain chez les hémophilitiques) 

M. R. Castex and A. PavLovsky. Sang [Sang] 18, 
197-204, 1947. 14 refs. 


The authors summarize and confirm previous work 
done to demonstrate the coagulating action of human 
milk on haemophilic blood and its use as a local haemo- 
static for the superficial haemorrhages to which haemo- 
philiacs are prone. -They have obtained a dry powder 
possessing an intense coagulating effect. Human milk 
and cream were more effective than the milk or cream 
of a number of laboratory animals. An acetone extract 
of cream in powder form had a protein nitrogen of 
2:47%. This was thought to come from the globulin 
fraction. Dry powders preserved in vacuo are stable 
for at least a year. The coagulating action was not 
altered by the addition of sulphonamide or penicillin. 
Impregnated gauze was a useful agent for local applica- 
tion to haemorrhages in haemophiliacs. However, the 
milk factor has not been obtained in a form suitable for 
intravenous injection and is therefore not yet employable 
for internal haemorrhages. An association between the 
coagulating factor and the lysozyme of human milk is 
considered. John F. Loutit 


940. Non-hemophilic Hereditary Hemorrhagic Dia- 
theses: Report of a Family of Bleeders 

L. Levy. Annals of Internal Medicine [Ann. intern. 
med.| 27, 96-102, July, 1947. 1 fig., 38 refs. 


In a family of 62 members covering 5 generations there 
were 20 bleeders, 12 males and 8 females. The condition 
is associated with prolonged bleeding time and a normal 
coagulation time and platelet count; it is considered to 
be the same as the condition described by von Willebrand 
in 1926. Symptoms began at ages varying from 4 months 
to 40 years, the majority starting in childhood. There 
was prolonged bleeding after minor trauma in all 20 cases 
with frequent epistaxis in 15, gastro-intestinal bleeding 
in 3, and pulmonary haemorrhages in 4. Five of the 
patients were examined. None showed petechiae or 
enlargement of the spleen. In all, coagulation time of 
whole blood and of recalcified plasma, clot retraction, 
prothrombin time, platelet count, serum calcium, and 
capillary resistance were within normal limits. 
times were repeatedly prolonged in 4 of 5 cases, but were 
variable. Five members of the family were known to 
have bled to death; in 3 the haemorrhage was from the 
lungs, in one from a gunshot wound, and in one from 
the uterus. C. L. Cope 


Bleeding ' 


LEUKAEMIAS 


941. Urethane in the Treatment of Myeloid Leukaemia. 
(Uretan w leczeniu bialaczek szpikowych 

J. ALEKSANDROWICZ, A. WOLANSKI, and BLICHARSKI. 
Przeglad Lekarski (Przeg. Lek.] 3, 496-499, July, 1947, 
4 refs. . 


This is a report of 5 cases of myeloid leukaemia treated 
successfully by urethane. In the first case the fall in the 
white. cell count was accompanied by signs of general 
toxaemia and fever. When urethane was withdrawn the 
general condition improved and the cells continued to 
decrease during the following 3 to 4 weeks. It was soon 
observed that the best method was to give urethane only 
until the blood count showed an initial fall of white cells, 
and to repeat the treatment periodically. If urethane 
is given for too long, agranulocytosis may occur. 
Examinations of the bone marrow indicated that ure- 
thane inhibits granulocytopoiesis and has a toxic effect 
on myelocytes. No ill effects on red cells were noticed. 
Incidentally, it was found that in 1 of the patients who 
suffered from psoriasis the skin condition improved 
greatly during the administration of urethane. 

J. T. Leyberg 


942. The Action of Urethane in Leukaemias. (Die 
Wirkung des Urethans bei Leukamien) 

E. Scuuuze, E. Fritze, and H. H. Deutsche 
Medizinische Wochenschrift [Dtsch. med. Wschr.] 72, 
371-377, July 18, 1947. 5 figs., 19 refs. 


Urethane, in doses of from 0:25 to 6 g. daily, was given 
in various types of leukaemia by the oral route, per 
rectum, or intravenously. In the 12 cases of chronic 
myeloid leukaemia in this series the leucocyte picture 
became more normal, and in most cases anaemia was 
relieved, while the spleen was reduced in size in every 
case. Treatment was stopped when the blood picture 
became almost normal, which occurred after as short a 
period as 4 days or as long as 67 days after treatment; 
the total amounts of urethane varied from 0:5 g. to 193 g. 
No maintenance dosage was given, and treatment was not 
resumed until the blood condition deteriorated. One or 
two relapses could be temporarily counteracted by 
further courses of urethane. 

In lymphatic leukaemia urethane caused reduction in 
the number of lymphocytes but no increase in granulo- 
cytes, while the size of the spleen and glands was not_ 
affected. Urethane is stated to be useless in acute 
leukaemia. [This is not in accordance with the experi- 
ence of Heilmeyer (Med. Klinik., 1947, 1, 182), who saw 
improvement in acute myelosis.]} 

The marrow of 3 previously untreated cases of chronic 
myeloid leukaemia was investigated by serial sternal 
punctures. This showed a more or less complete rever- 
sion of the leuco-erythroid ratio to normal, while both 
red and white cells passed through the whole maturation 
process. The number of abnormal mitoses, both in red 
and white cells, was increased. 

The authors believe that the action of urethane in 
myeloid leukaemia is exerted on the mitotic apparatus. 
They explain this by the affinity of urethane for the 
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ferment systems of tissue respiration; thus, the drug is 
alleged to act as a cell narcotic which delays the start of 
mitosis. If administration is prolonged interference with 
cell respiration leads to morphological alterations in the 
chromosomes. The authors assert that the therapeutic 
value of urethane corresponds with that of radiotherapy, 
over which it has little or no advantage. [Pérhaps the 
failure to use maintenance doses explains this view.] 
A, Piney 


943. Electrocardiographic Findings in Leukemia : 
S. F. ARONSON and E. Leroy. Blood [Blood] 2, 356-362, 
July, 1947. 4 figs., 6 refs. 


Leukaemic infiltrations of the heart are often encoun- 
tered in the stem-cell and myelogenous types of leukaemia, 
but little attention has been given to their clinical recogni- 
tion. This paper gives an account of the electrocardio- 
graphic and necropsy findings and clinical course in 8 
patients with leukaemia. The ages of the patients ranged 
from 3 to 55 years. Four cases of lymphatic leukaemia, 
2 of myelogenous leukaemia, and 2 of stem-cell leukaemia 
were included. 

Five of the patients had clinical signs of heart failure, 
and, of these, 3 had either systolic or diastolic murmurs, 
or both. They all had anaemia with red cell counts 
varying between 810,000 and 3,500,000 per c.mm. In 
5 patients electrocardiograms were taken less than one 
month before death, and in the remaining 3 patients 
electrocardiograms were taken 5 weeks, 2 months, and 
7 months respectively before death. All the electro- 
cardiograms taken on patients with clinical evidence of 
heart disease were abnormal. The two records inter- 
preted as “ borderline *’ occurred among the 3 patients 
without manifestations of cardiac involvement. No 
constant and characteristic electrocardiographic changes 
were found. 

At necropsy leukaemic infiltration of the myocardium 
was found in 4 of the cases with an abnormal electro- 
cardiogram and signs of cardiac failure. In 4 others 
there was engorgement of the small vessels of the myo- 
cardium with leukaemic cells associated in 2 instances 
with foci of interstitial haemorrhages. The authors 
conclude that a close correlation exists between leukaemic 
myocardial infiltration, signs of heart disease, and 
abnormalities of the electrocardiogram. 

R. Winston Evans 


944. Folic Acid in Agranulocytosis 
D. A. K. BLaAcK and S. W. Stansury. Lancet [Lancet] 
1, 827-828, June 14, 1947. 2 figs., 3 refs. 


These authors encountered 2 cases of agranulocytosis, 
the first probably due to a barbiturate and the second 
probably to amidopyrine. The clinical description of 
these 2 cases includes a clear demonstration of the value 
of penicillin in maintaining life during the period of 
agranulocytosis, and also stresses the persistence, despite 
_ penicillin treatment, of pyrexia, which subsides only 
when the polymorphonuclear leucocytes reappear in the 
circulating blood. Penicillin has no stimulating action 
on leucopoiesis. 


Pyridoxine and pentnucleotide seemed to do neither 
harm nor good, but leucopoiesis was evident within 
48 hours of administration of folic acid. The authors 
recommend and use the relatively small quantity of 
20 mg. daily. In the second case 100 mg. was given at 
the outset. 

[This is a striking article and the authors must be 
congratulated on the neat and effective charts. O gj 
sic omnia.] G. F. Walker 


HAEMATOPOIETIC SYSTEM 


945. Development of Inclusion Bodies containing Ribose 
Nucleic Acid in Myeloma Cells after Injections of Stilba- 
midine. Determination of Stilbamidine in Myeloma 
Tissue 

I. SNAPPER, A. E. Mirsky, B. SCHNEID, and M. Rosen- 
THAL. Blood [Blood] 2, 311-322, July, 1947. 8 figs., 
26 refs. 


Whereas myeloma cells of untreated patients never 
contain basophilic granules, after injection of stilbamidine 
basophilic inclusion bodies appear in the cytoplasm of 
myeloma cells to the exclusion of the other cells of the 
bone marrow. These inclusion bodies stain deep blue 
with Giemsa and bright red with Unna’s phenol-methyl- 
green-pyronine. That they contain ribose nucleic acid 
was suggested by the action of ribonuclease before and 
after treatment with lanthanum salts, which precipitate 
nucleoproteins, and by a specific ultraviolet-ray absorp- 
tion. Details are given of a ribonuclease method for the 
demonstration of ribose nucleic acid in myeloma cells 
of bone marrow, which differs from previous methods in 
that a very thin smear is used, and there is a shorter 
time of action at a much lower temperature (28° C.). 

After treatment with stilbamidine this drug is present 
in myeloma tissue in appreciable quantities. A method 
for its estimation is described, consisting of emulsification 
of the myeloma tissue in sterile normal saline; the tissue 
is washed twice and resuspended in sterile normal saline 
and slowly centrifuged. The supernatant fraction is 
analysed. The process lasted almost 3 months and 
included deep freezing and thawing at each change of 
saline. The ultraviolet absorption of stilbamidine 
solutions was found to be maximal at 3,290 A. The 
extinction coefficient at this wavelength was 0-498 for a 
solution containing 0-007 mg. per ml. To estimate the 
quantity of stilbamidine present the extinction coefficient 
at 3,200 A was determined in a solution of the extract 
diluted seven times with saline. From this value (0-420) 
it was calculated that the undiluted extract contained 
0-037 mg. stilbamidine per ml. 

The authors believe that the nuclear proteins of mye- 
loma cells differ from the nuclear proteins of other cells, 
and that this explains why stilbamidine reacts with 
nuclear proteins of myeloma cells only. 

R. Winston Evans 


946. The Lymph Node in Tropical Diseases 
J. E. AsH. American Journal of Tropical Medicine 
[Amer. J. trop. Med.] 27, 483-491, July, 1947. 10 figs. 
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Respiratory Disorders 


947. Bronchiectasis and Dilatation of Other Glandular 
and Hollow Organs. (Bronchiektasien und Dilatationen 
anderer glandularer und kavitarer Organe) 

M. KARTAGENER and M. Gruser. Schweizerische 
Zeitschrift fiir Pathologie und Bakteriologie [Schweiz. Z. 
Path. Bakt.| 10, 36-50, 1947. 63 refs. 


Among 14,074 necropsies at the Institute of Pathology, 
Ziirich, between 1934 and 1943 there were 649 cases of 
bronchiectasis, or 4°6%. Age, sex, cause of death, 
location, and combination with other malformations 
are shown in tables; 1 case was associated with situs 
inversus. In 228 cases, or 35-1%, dilatation of at least 
one other glandular or hollow organ was found. These 
are classed as dilatations (oesophagus, stomach, colon, 
gall-bladder, bladder, ureter); diverticula (trachea, 
oesophagus, stomach, intestine, gall-bladder, bladder); 
cysts (liver, gall-bladder, pancreas, ‘kidney, kidney 
pelvis, tubes, pituitary gland, and spleen). These 
findings are in accordance with the view of Bard that 
bronchiectasis is a special case of a general dilatation 
of the glandular and hollow organs; according to 
Kartagener, this is due to weakness of the walls. 

O. Neubauer 


948. Cold Haemagglutinins in Infiuenzal Virus Infec- 
tions. A New Entity? (Grippale Viruserkrankungen 
mit Kaltehamagglutination, einer neue Krankheitsein- 
heit?) 

L. HEILMEYER and H. ScHuBoTHE. Medizinische Klinik 
[Med. Klinik] 42, 577-580, July, 1947. 4 figs., 4 refs. 


The authors describe 3 cases of acute febrile illness, in 
all of which a high titre of cold agglutinins was found. In 
Cases 1 and 2 the first phase began suddenly with fever, 
headache, abdominal pain, and slight sore throat. The 
severe constitutional disturbance was out of proportion 
to the slight physical signs. The leucocyte counts were 
within normal limits and there were no radiological 
abnormalities in the lung fields. The fever subsided on 
the tenth day in Case 1, but in Case 2 persisted in spite of 
the administration of sulphonamides. On the twenty- 
third day a radiograph of the chest showed a small area of 
infiltration inthe right lung field. Penicillin therapy was 
begun, and the temperature fell rapidly 2 days later. In 
both cases there was now an afebrile interval of about 12 
days. The temperature then rose again and the patients 
complained of cough and upper respiratory catarrh, with, 
in Case 1, diarrhoea and vomiting. This phase lasted 
only 4 days in Case 1, but there was a short relapse on the 
thirty-first day. In Case 2 the fever lasted 12 days and 
there was also a short relapse after an afebrile interval of 
7 days. A small cavity appeared in the area of infiltra- 
tion, but this gradually disappeared and the lung fields 
were normal when the patient was finally discharged. 
The titre of cold agglutinins in both these cases was in the 


region of 1 in 32,000 towards the end of the initial fever. 
The titre fell rapidly, and subsequently remained under 
1 in 32. 

Case 3 differed in having only a single short period of 
fever. There was a severe tonsillitis, the appearance of 
the mouth and throat resembling that seen in scarlet 
fever. Haemolytic streptococci were isolated from the 
throat swab. There was no response to sulphonamides. 
Penicillin and diphtheria antitoxin were given and the 
condition rapidly improved. The leucocyte count was 
within normal limits on the sixth and fourteenth days and 
there was no abnormality in the lung fields. The titre of 
cold agglutinins on the sixth day was | in 256. 

The authors state that they have searched for the 
presence of cold agglutinins in the serum of many 
patients with febrile illnesses but have not observed a 
titre higher than 1 in 64 in any but these three cases. 
They compare the findings in Cases 1 and 2 with the 
clinical picture of virus pneumonia. Since the presence 
of a high titre of cold agglutinins is a specific diagnostic 
test for virus pneumonia [this is incorrect] it is supposed 


_ that a virus was the infecting agent in the above cases. 


It would seem that these diverse clinical pictures may be 
blended into a single aetiological group, the common 
factor being the presence of cold agglutinins in the serum. 
A pneumonia is not an invariable or essential feature. It 
is thought likely that the lung involvement in Case 2 was 
due to secondary staphylococcal invasion and not to the © 
direct action of the virus. 

[In assessing the validity of the authors’ conclusions it 
is worth noting that cold agglutinins have been reported - 
in infectious mononucleosis and in staphylococcal septic- 
aemia, scarlet fever, and tonsillitis after sulphonamide 
therapy.] J. R. Bignall 


949. The Unreliability of Cyanosis in the Recognition 
of Arterial Anoxemia ; 

J. H. Comroe and S. BoreLHo. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 214, 1-6, July, 
1947. 8 refs. 


The detection of cyanosis depends not only upon vari- 
ables in the patient but also upon variables in the 
observer, and is thus a poor guide to the detection of 
arterial anoxaemia of slight to moderate degree. The 
arterial oxygen saturation of normal subjects, which can 
be measured continuously by an oximeter, was varied by 
the inhalation of gaseous mixtures with a low proportion 
of oxygen, while observers attempted to estimate the 
degree of cyanosis. The majority of 127 observers were 
unable to detect the presence of definite cyanosis until the 
arterial oxygen saturation fell to approximately 80%; 
25% of observers did not note it even at arterial saturation 
levels of 71 to 75%. There were wide variations in 
colour estimations when 5 to 10 observers watched 
cyanosis develop in the same subject at the same time. 
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It is suggested that, in patients suspected of being 
anoxaemic, oxygen therapy be given a quantitative basis 
by measuring arterial saturation by direct determinations 
on arterial blood. 

The oximeter used in these experiments is essentially a 
miniature photoelectric colorimeter which may be applied 
totheear. It measures arterial oxygen saturation with an 
average accuracy of 3%, but it cannot be employed to 
indicate the level in cyanotic individuals, since the 
instrument must first be set at a known value obtained by 
direct determination for each patient. In the normal 
subject breathing air it can be set at 95 to 98%; for those 
breathing oxygen it is set at 100%. T. Semple 


950. A New Drug for Control of Cough in Chronic 
Pulmonary Disease 

C. RuDNER. Southern Medical Journal [Sth med. J.] 40, 
521-523, June, 1947. 3 refs. 


“* Hycodan bitartrate ’’ (dihydrocodeinone), in a dose 
of one or two 5-mg. tablets after meals and after a glass 
of milk at bedtime, compares favourably with codeine 
as an antitussive in chronic pulmonary disease. It 
relieves cough without entirely suppressing it, and is 
useful in the management of pulmonary haemorrhage 
and in the emetic cough of fibroulcerative tuberculosis. 
Using it in hospital practice since 1942, the author has 
encountered neither addiction nor increasing tolerance 
to the drug although some patients have taken it con- 
tinuously for many months. T. Semple 


951. Nebulization Therapy in Bronchiectasis. The Use 
of Penicillin and Streptomycin Aerosols 

A.M. OLsen. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 134, 947-953, July 12, 1947. 
5 figs., 23 refs. 


This paper gives an account of the results of treatment 
of bronchiectasis by penicillin and streptomycin aerosols. 
The material consisted of 86 cases; the method was used 
in 46 as a preparation for pulmonary resection, and in 
the remaining 40 as a palliative treatment, resection 
being contraindicated. In 27 of the latter streptomycin 
hydrochloride was added to the penicillin. The results 
are prefaced by a summary of the literature from United 
States and British sources. The material was nebulized 
with the aid of a nebulizer attached to an oxygen cylinder 
and reducing valve. All patients were treated in hospital 
for 4 to 6 weeks. Sodium penicillin, 10,000 units per ml. 
dissolved in isotonic saline, and streptomycin, 25,000 
to 50,000 units (25 to 50 mg.) per ml., were used. In 
combination 100,000 units of penicillin was added to 
25,000 units of Streptomycin per ml. Usually 3 ml. of 
the solution was nebulized for each patient every hour in 
broken periods, at the rate of 1 ml. in 10 minutes, 20 to 
30 ml. being administered during the 24 hours. [This 
therapy is much more intensive than that used in Britain, 
and is based on an observation by Herrell that constant 
exposure of the bacteria to penicillin for 4 to 6 hours is 
necessary for the drug to exert its bactericidal action.] 
As given, the streptomycin is stable and the combination 
does not impair the bactericidal action of the penicillin. 


Complete bronchoscopic, bronchographic, and bacterio- 
logical investigations were made on all cases. 

Pre-operative aerosol treatment was given to 39 
patients undergoing lobectomy, single or multiple, and 
to 7 undergoing pneumonectomy. The treatment 
varied from 4 days to 4 weeks [the reason is not given]; 
intramuscular penicillin was given to some patients for 
48 hours before operation, and post-operatively for 
varying periods to all patients. In 7 cases where Gram- 
negative organisms were present, mixed penicillin- 
streptomycin aerosol was given. Marked reduction of 
sputum was usually achieved. In 10 cases post-operative 
atelectasis occurred; 9 of these had responded poorly to 
nebulized penicillin. Empyema requiring drainage 
developed in 4 cases, in 3 of whom the reduction in 
sputum was unsatisfactory. Complications were usually 
associated with the presence of Gram-negative bacilli, 
Only 1 patient treated with the combined drugs developed 
complications. There were no deaths. 

Of the 40 cases which were unsuitable for surgery, 20 
were treated with penicillin and 20 with the combined 
drugs. The average duration of stay in hospital was 
4 weeks. A 75% reduction of sputum was obtained by 
penicillin alone in half the cases. The combined drugs 
were used on patients whose sputum contained Gram- 
negative organisms. They produced a further improve- 
ment in 6 cases which had responded well to penicillin, 
and a reduction of 75% insputumin12. F. H. Young 


952. Aerosol Penicillin. Blood Levels of Penicillin 
obtained by Inhalation of Aerosols produced by a Combined 
Steam Generator and Aerosolizer, with the Use of Propy- 
lene Glycol, Tents and a Breathing Box 

S. J. Pricgat, T. H. McGavack, F. D. Speer, and 
R. Harris. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 932-938, July 12, 1947. 
5 figs., 33 refs. 


In 1946 (J. Amer. med. Ass., 13, 398) the authors 
described a steam generator and “ aerosolizer’’; in the 
present paper they give the results of its use. The 
principle is that steam is allowed to escape from an 
electrically heated container; this passes over a tube 
immersed in the medicament and sucks it up and nebulizes 
it. It was found, however, that the use of propylene 
glycol, with 20,000 units of penicillin per ml., gave a 
better penicillin concentration in the blood than was 
obtained by steam. Several methods of inhalation were 
tried: (1) Open inhalation with 100,000 units in 20 ml. of 
water gave an effective penicillin level in the blood but 
was very wasteful. (2) With an airtight chamber a 
serum level of 1 unit per ml. (Fleming method) was 
obtained for half an hour, but fell rapidly, when 180,000 
units of penicillin in 20 ml. of propylene glycol was 
vaporized. (3) The tent method. A tent, 28 x 28x48 
in. (70x 70x 120 cm.) made of a transparent plastic 
material was used. The Fleming method gave higher 
levels of penicillin in the blood than the method of 
Randall, Price, and Welch with an aqueous solution. 
Much of the solution condensed on the tent, but when 
propylene glycol was used satisfactory blood levels were 
reached. The tent method may prove satisfactory for 
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small children. (4) The breathing box, consisting of a 
plywood box, 12x 12x12 in. (30x 30x30 cm.) coated 
internally with a water repellent. It was made airtight 
except for an opening through which aerosol was blown 
and an opening on the other side to which was joined a 
mask of the “‘ army aviator ’’ type with a butterfly valve; 
another valve prevented exhalation into the box. Tilting 
the box made the condensed aerosol collect in one corner, 
and it could be drawn off for re-use if desired. Fifteen 
minutes was required to nebulize the mixture of 50,000 
units of penicillin, 19 ml. of propylene glycol, and 1 ml. 
of glycerin, and a further 15 minutes to exhaust the box. 
Serum penicillin levels of 1 to 0-5 unit per ml. were 
obtained for 1 to 6 hours and generally were nearly as 
high as those obtained by intramuscular injection. It 
was found that the combination of penicillin and propy- 
lene glycol gave an unexpectedly high and persisting 
concentration of penicillin in the blood. Theories to 
account for this are discussed and a number of tables of 
results are given. F. H. Young 


953. The Effect of Portland Cement Dust on the Lungs, 
with Special Reference to Susceptibility to Lobar Pneu- 
monia. Animal Experiments 

A. M. Baetser. Journal of Industrial Hygiene and 
Toxicology [J. industr. Hyg.] 29, 250-258, July, 1947. 
12 refs. 


It has been generally assumed that exposure to high 
concentrations of industrial dusts in the air might reduce 
resistance to acute respiratory infections of the lungs such 
as pneumonia, but the available evidence on the sub- 
ject is not conclusive. In the present series of experi- 
ments the influence of Portland cement dust on the 
resistance of rats to lobar pneumonia was tested. The 
procedure was the same as that described in earlier 
experiments with quartz and feldspar. The cement dust 
was introduced into the air stream supplied to the 
chamber in which the rats were housed. The air 
contained on an average about 200 million dust particles 
per cubic foot (28,000 c.cm.) of air, 80% of the particles 
being 3 » or less in diameter. The rats were exposed for 
8 hours a day and 54 days a week over a period of 2 days to 
30 weeks, and were inoculated intrabronchially with a 
human strain of Type I pneumococcus. The organisms 
were suspended in a 6% solution of gastric mucin. A 
typical lobar consolidation resulted, and less than 100 
organisms were required to produce death in 50% of the 
rats. Alternatively the organisms were given in broth, 
when several hundred thousands were required, and the 
reaction was chiefly a septicaemia. Control experiments 
were made on equal numbers of rats exposed in dust-free 
air, and altogether over 1,000 rats were used. 

In the mucin experiments, which were considered to be 
of much greater significance than those in which broth 
was used, it was found that when the rats were exposed 
only before inoculation there was no significant difference 
in the mortality between the cement-exposed rats and 
their controls, except when the exposure extended over 
145 days. In this case the mortality appeared to be 
significantly lower in the dust-exposed rats. Exposure 
only after inoculation was without any significant effect, 


but when the rats were exposed both before and after 
inoculation the results were variable. There was 
generally a lower mortality in the cement group when 
the exposure was 40 days or longer. 

In the broth experiments exposure of the rats to 
cement dust did not significantly affect the infection, so 
it is evident that the dust gave different results from those 
reported previously for quartz and feldspar dust, which 
increased the resistance of rats to lobar pneumonia. 
When experiments on exposure to quartz and feldspar 
were made simultaneously with the cement exposures it 
was found that in 10 out of the 11 tests the mortality was 
substantially lower in the quartz and feldspar groups 
than in the cement group. The reason for this protective 
action is not clear. The cement dust did not produce 
any acute or chronic pathological changes in the lung 
tissue. H. M. Vernon 


954. Two Cases of Loeffler’s Syndrome of Miulti- 
nodular Type due to Ascariasis. (Deux cas de syndréme 
de Loeffler 4 forme multinodulaire d’origine ascaridienne) 
—. BERTRAND-FONTAINE, —. GOUTNER, and H. Nourr- 
LARD. Bulletins et Mémoires de la Société Médicale des 
Ho6pitaux de Paris (Bull. Soc. méd. Hép. Paris] 63, 700- 
707, July 11, 1947. 4 figs. 


Two cases of Loeffler’s syndrome of “ eosinophilic 
lung ”’ with several unusual features are described. The 
general disturbance was remarkably severe and radio- 
logical shadows in the lungs were disseminated and 
widespread; intestinal ascariasis was eventually demon- 
strated several months after the acute episode. In one 
patient there was considerable, though transitory, 
cardiac enlargement. 

Ascariasis is well recognized as a cause of this syndrome, 
also picturesquely known as “ pulmonary urticaria ”’. 
Some authors consider that Loeffler’s syndrome is really. 
the clinical manifestation of pulmonary ascariasis. 
Roundworm infestation is probably the commonest 
cause of eosinophilia associated with radiological 
shadows in the lung, but liver flukes have also been 
incriminated, and recently numerous cases of Loeffler’s 
syndrome associated with mites in the sputum have been 
reported from Ceylon. However, it is stressed that 
ascaris infestation should always be looked for, and that 
the stools must be searched for the eggs for 2 to 3 months 
after the pulmonary manifestation, since the latter 
corresponds to the stage of invasion and occurs several 
weeks before adult worms have become established in 
the small intestine and the females have laid their eggs. 
If eggs are present at the time of the pulmonary mani- 
festations they represent a previous infestation. 

Ascaris larvae were not found in the sputum of either 
of these patients, although after the experimental inges- 
tion of eggs acute pulmonary symptoms have been pro- 
duced with the presence of larvae in the sputum, and in 
some cases of disseminated shadows in the lungs. The 
authors favour the theory that the lung manifestations 
are due to local lesions produced by the passage of larvae, 
rather than that they are an allergic manifestation, as 
cutaneous reactions to ascarid extracts are often negative 
at this stage. 
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Loeffler described five different radiological appear- 
ances, the most common of which was a localized but 
widespread homogeneous type of infiltration; multiple 
shadows were much less common. He stated that 
indications of bronchial irritation might be severe, 
though transitory; these 2 patients were ill enough to 
be thought to have acute pulmonary tuberculosis, and 
their condition resembled tropical eosinophilia, which 
differs from Loeffler’s syndrome only in geographical 
distribution and in the greater degree of clinical and 
radiological signs. It is probably due to a more massive 
parasitic infestation. 

In the second case described there was marked cardiac 
enlargement in the acute phase, the heart returning 
completely to normal in 15 days. The enlargement was 
thought to be due to a pericardial effusion, but no fluid 
was obtained on attempted aspiration. Although 
Loeffler described pleural and visceral involvement, he 
did not mention cardiac complications. 

E. G. Sita-Lumsden 


955. Rheumatic Pneumonitis. A Case of Widespread 
Chronic (Proliferative) Type with Acute (Exudative) Foci 
E. E. MurruHeaD and A. E. HALey. Archives of Internal 
Medicine [Arch. intern. Med.] 80, 328-342, Sept., 1947. 
5 figs., 27 refs. 


A review of the literature reveals that, although there 
is general agreement on their morphology, a difference of 
opinion exists regarding the precise pathogenesis and the 
specificity of the pulmonary lesions which for many years 
have been known to occur during the course of rheumatic 
fever. As evidence that the changes in the lungs have 
a definite rheumatic basis, the authors report a case in 
which both healed and active cardiac lesions were 
accompanied by a widespread interstitial and intra- 
alveolar pneumonitis. The patient was a woman, aged 
25, admitted on several occasions to Baylor Hospital, 
Dallas, Texas, with the classical picture of mitral stenosis 
and repeated bouts of congestive heart failure. The 
diagnosis of rheumatic pneumonitis was first considered 
when x-ray examination 6 weeks before death showed a 
confluent pneumonic consolidation at the right base; 
subsequently signs of consolidation developed in the 
right middle and lower lobes. At necropsy the heart 
showed the typical appearance of active and healed 
rheumatic disease, with pronounced mitral stenosis. 
The changes in the lungs were not uniform: the upper 
lobes were dark red, firm, and filled with frothy fluid; 
the lower lobes were firm, rubbery, and yellowish-grey, 
with a dry cut surface. Microscopically there was 
generalized thickening of the alveolar walls, due in the 
upper lobes to a capillary hyperaemia and increased 
cellularity, and in the lower lobes to abundant connective 
tissue. In the latter the lumen of the larger blood vessels 
was replaced by connective tissue in which there were 
scattered small blood vessels, giving the appearance of 
canalized thrombi. 

In general, the pulmonary lesions conformed with 
those described by previous observers, but the authors 
point out that the haemorrhages, young connective tissue, 
proliferating fibroblasts, and cellular exudate found in the 


upper lobes suggested the presence of an active exudative 
phase of the rheumatic process in those lobes co-existent 
with a healed proliferative phase, with extensive fibrosis 
in the lower lobes. Wilfrid E. Hunt 


956. Bronchogenic Carcinoma—aA Clinical-Pathological 
Study of 36 Autopsied Cases seen at the Brooklyn Cancer 
Institute between 1937 and 1945, Inclusive 

W. A. HENKIN. Annals of Internal Medicine [Ann, 
intern. Med.] 27, 243-260, Aug., 1947. 2 figs., 26 refs, 


If the present trend of increase in prevalence of 
bronchogenic carcinoma is maintained, this disease may 
soon rank first among malignant processes causing death 
in the male. From a detailed study of 36 cases of 
bronchogenic carcinoma it is clear that the most promi- 
nent early symptoms are non-productive cough and 
wheezing dyspnoea. Important signs include fever, 
leucocytosis, and anaemia. Early consideration of 
symptoms referable to the lungs beginning in a man over 
30 should lead to detailed search for pulmonary cancer 
by clinical, radiological, and bronchoscopic methods, 
Every case without metastases or evidence of local 
invasion of vital structures should have the benefit of 
an exploratory thoracotomy. But even with the utmost 
vigilance and the most expert diagnostic and therapeutic 
methods death is likely in about 8 months from the 
onset of symptoms. G. F. Walker 


957. The Role of Traumatism in the Induction of 
Initial Pneumothorax: Further Studies 

I. G. TcuertKorr and I. J. SeLikorr. Quarterly 
Bulletin of Sea View Hospital [Quart. Bull. Sea View 
Hosp.] 9, 1-20, Jan., 1947. 17 figs., 20 refs. 


Thirty-six consecutive patients referred for artificial 
pneumothorax were studied. Seven were found to have 
obliteration of the pleural space and were rejected from 
the series. In the remainder the ordinary technique 
for inducing a pneumothorax was followed, with a “ dull 
short-bevelled pneumothorax needle ’’. In 19 cases the 
needle was withdrawn as soon as the pressure deflections 
indicated that it was in the pleural space, no air being 
given. In the remaining 10 cases a small amount of 
air, averaging 100 ml., was run in. Films were taken 
15 minutes and 3 hours after the procedure and at vary- 
ing intervals subsequently. In all 19 cases in which no 
air was introduced radiographs later showed the presence 
of a pneumothorax, which often became larger over 12 
to 24 hours. In the 10 cases receiving small amounts 
of air the pneumothorax later observed was larger than 
could be accounted for by the amount of air introduced, 
and in these cases also there was usually an increase in 
the size of the pneumothorax over 12 to 24 hours. In 
both series the size of the pneumothorax was related to 
the amount of disease in the underlying lung. 

[It must be presumed that the authors made every 
effort to avoid the accident of traumatic pneumothorax 
which occurred in all their cases. It would be of interest 
to repeat the observations with the Riviere type of 
induction needle with a blunt trocar.] John Crofton 
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958. Genesis of Duodenal Ulcers. (Over de genese van 
het ulcus duodeni) 

H. T. DeELMAN. Nederlandsch Tijdschrift voor Genees- 
kunde (Ned. Tijdschr. Geneesk.] 91, 1769-1778, July 5, 
1947. 7 figs., 2 refs. 


So far no experimental work has provided a satisfactory 
explanation of the genesis of duodenal ulcers. A 
duodenal ulcer forms at far greater speed than does a 
gastric ulcer, although both are assumed to have the 
same origin; duodenal ulcer is consequently a more 
suitable subject for research. Previous investigation 
showed that at first a duodenal ulcer has a peculiar shape, 
and lies beneath rather than in the mucous membrane. 
This ulcer develops mainly at the cost of the intestinal 


‘muscular layer. Suren examined the shape of duodenal 


ulcers in material from 125 resections. He found that the 
ulcer began as a fissure in the mucous membrane and 
worked its way into the muscle. 

An examination was made of material from 61 resec- 
tions. In these preparations there were 24 scars, 69 
ulcers with their characteristic spread, and 49 fissures—in 
all, 142 processes which either were, or might become, 
ulcers. In 19 of these preparations taken from the 
duodenum alone there were 17 scars, 39 ulcers, and 20 
fissures; altogether 76 ulcers or processes connected with 
a healed ulcer. Thus, 4 young or healed ulcers were 
observed per duodenum, showing that usually more than 
one ulcer is present. In these preparations the muscle is 
contracted and the mucous membrane folded so in- 
tensely that a lumen is hardly seen. In cross section the 
lumen is reduced to the shape of a cross ora star. There 
is nearly always a larger principal fold, placed antero- 
posteriorly in the duodenum. 

The defect in the mucous membrane always begins to 
develop deep down in a fold formed by contraction of the 
muscular layer of the duodenum. For this reason, it 
takes the shape of a fissure reaching down to the muscle 
layer. In this series a duodenal ulcer was never seen 
outside the deep folds. In a normal duodenum Brunner’s 
glands are found around the star-shaped invagination of 
the mucous membrane formed during contraction of the 
muscles. An early change in the genesis of an ulcer is 
the deepening of these folds, which finally reach the 
muscle, while Brunner’s glands become atrophic, finally 
disappearing completely and being replaced by connec- 
tive tissue. During this process the surface epithelium 
is easily destroyed and upon contraction fissures may 
occur. It is possible that the defect may heal and the 
connective tissue increase, forming a scar. 

It is incorrect to suppose that recurrence of symptoms 
in a patient with duodenal ulcer indicates that the ulcer is 
becoming active again. In each case a new ulcer has 
formed, while the old ones remain as scars in the duodenal 


Disorders 


wall. Ulceration cannot be due to inflammation of the 
mucous membrane. The author has seen many ulcers, 
even in the earliest stages, without signs of inflammation. 
The same consideration applies to defects of circulation 
in the mucous membrane. Where Brunner’s glands are 
anatomically normal, no ulceration is seen. The 
atrophy of Brunner’s glands, which may be brought about 
by too vigorous contraction of muscle with subsequent 
increased vulnerability of the surface epithelium, appears 
to be the cause of ulceration. Dysfunction of the 
muscle may also be a factor in this process. A complete 
knowledge of the genesis of duodenal ulcers will be 
possible only when more is known about the secretion of 
the glands in the last part of the stomach and the begin- 
ning of the duodenum. A. A. Overman 


959. A Method for Determining the Effect of Various 
Agents on Gastric Evacuation in Man 

J. H. ANNeGeRS and A. C. Ivy. Gastroenterology 
[Gastroenterology] 8, 711-716, June, 1947. 11 refs. 


The authors describe a method by which the effects on 
gastric evacuation of variation in the composition of a 
meal may be studied. They point out that the ordinary 
heavy barium suspension which is itself the main com- 
ponent of the meal is poorly adapted for this purpose, 
while the removal of gastric samples during the course of 
a test meal interferes with normal function. 

The investigation was carried out on healthy medical 
students. One group was given a measured quantity of 
a 20% barium sulphate suspension after a 6-hour fast 
following a light breakfast. The fasting juice was not 
removed, as the passage of a stomach tube was to be 
avoided. Immediately after the barium meal an antero- 
posterior radiograph was taken with the subject standing, 
it being found that the upright position permitted better 
visualization of the stomach than did the supine. Films 
were taken with the subjects in natural, but not forced, 
expiration; the distance from the x-ray tube to the 
film-holder was 30 in. (76 cm.) in all tests. It was 
found that the stomach can be completely outlined at 
any desired time after a full meal by giving as little as 
100 ml. of 20% barium suspension and taking a film 
immediately afterwards. The method.has the advantage 
that meals of any normal composition may be taken and 
observed without interference for any desired period of 
time. 

A second group of subjects was given a test meal of 
1,500 calories prepared by the same dietitian and as 
constant in composition as possible. Four hours later 
100 ml. of the 20% barium suspension was given to each 
subject and a film made. The regime was followed 
strictly in repeated tests in each subject. A planimeter 


was used to measure the projected shadow area, which - 


depends on the volume of the gastric contents and the 
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geometric configuration of the stomach. Statistical 
methods used in interpreting results showed a high degree 
of accuracy as between meals of similar composition 
and volume in the same individual, but there was 
considerable deviation between individuals owing to 
difference in geometric configuration of the stomach and 
the degree of x-ray distortion. The method is thus 
strictly limited, since each subject must serve as his own 
control. Within these limits the method is suitable for 
measuring variations in the rate of gastric evacuation 
produced by varying the composition of a test meal or 
by the administration of drugs. T. L. Hardy 


960. Gastric (and Salivary) Excretion of Radioiodine in 
Man. Preliminary Report 

L. Scuier, C. D. STEVENS, W. E. MOLLE, H. STEINBERG, 
C. W. Kumpe, and P. Stewart. Journal of the National 
Cancer Institute [J. nat. Cancer Inst.] 7, 349-354, April, 
1947. 10 figs., 3 refs. 


Following the report by Davenport, 1943, that several 
observers had found iodine to be more concentrated in 
gastric juice than in plasma, the present authors attempted 
to determine whether this concentrating power was 
altered in the presence of gastric disease. Radioactive 
iodine was employed as a “ tracer”? substance and its 
concentration studied in the saliva, gastric juice, blood, 
and urine. Details of techniques used for collecting 
samples are given. Radio-iodine in aqueous solution in 
amounts of 30 millicuries in volumes of 20 to 30 ml. was 
injected intravenously, sodium iodide being added to 
decrease the loss of radioactivity in pipettes and syringes. 
Samples of materials obtained from the subjects were 
prepared by drying measured amounts on microscope 
coverglasses. Measurements were made with Geiger- 
Miiller counters. Results showed that there was a 
concentration of 20 to 30 times as much radioactivity 
in the gastric juice and saliva as in serum. There was 
usually a higher concentration of radio-iodine in the 
saliva than in the gastric juice. No differences were 
observed between persons with and without pathological 
processes in the stomach. L. Woodhouse Price 


961. On the Significance of Disturbances of Motility of 
the Stomach as Cause of Gastric Distress. [In English] 
P. BRUMMER. Acta Medica Scandinavica [Acta med. 
scand.] 128, 338-348, Aug. 1, 1947. 12 refs. 


962. Pathological Gastric Motility, a Criterion of 
Roentgen Diagnosis in Cases of Gastric Distress. [In 
English] 

C. WeGetius. Acta Medica Scandinavica [Acta med. 
scand.| 128, 349-356, Aug. 1, 1947. 13 refs. 


The paper of Brummer must be read in conjunction 
with that by Wegelius, the two together constituting an 
important attempt to correlate gastric symptoms with 
variations in gastric motility. Brummer proceeds from 
the assumption that gastric analysis is of little or no 
clinical value in the diagnosis of digestive disturbances, 
and that the most significant function of the stomach in 
digestion is mechanical rather than chemical. He finds 


DISORDERS 


that, though the exact type of disturbance of gastric 
motility may be of little clinical importance, a motor 
abnormality of some sort can be demonstrated in 90% of 


cases of dyspepsia, compared with only 10 to 15% in’ 


healthy persons. These conclusions are based on a 
combined clinical and radiological study of 37 patients 
suffering from peptic ulcer, 82 patients complaining of 
dyspeptic symptoms, and 36 persons (as controls) who 
had no gastric symptoms at all. The patients were 
examined clinically and then radiographically, the latter 
part of the work being carried out by Wegelius. Patients 
were referred at random for radiography, and no 
indication was given as to diagnosis before examination, 
The radiological technique is described in detail by 
Wegelius, and consisted of polygraphy—the taking of 
serial photographs at 6- to 10-second intervals on the 
same film—and ordinary screen fluoroscopy. Both tone 
and peristalsis were studied, and the results deserve 
careful study in the original. 

The conclusion arrived at by Brummer and Wegelius 
is that amongst their cases of dyspepsia and controls 88%, 
showed a definite correlation between abnormalities of 
motility and clinical symptoms of gastric disturbance. 
Of 35 x-ray examinations carried out in ulcer patients 
during an attack of pain, 31 showed motility disturbances; 
while of 5 examinations made when no pain was present, 
none showed any motor disturbance at all. 

Thomas Hunt 


963. Studies of Patients with Gastric Cancer 
C. P. Ruoaps. Journal of the National Cancer Institute 
[J. nat. Cancer Inst.] 7, 333-336, April, 1947. 1 fig. 


This paper is a condensation of an intensive biochemical 
study of patients with gastric cancer carried out at the 
Memorial Hospital for the treatment of cancer and 
Allied diseases, New York City, over a period of 5 years. 
Studies of carbohydrate metabolism showed _ that 
patients with gastric cancer were relatively unable to 
convert glucose to liver glycogen. No satisfactory 
explanation was forthcoming. Studies of protein 
metabolism demonstrated hypoproteinaemia, which 
could be obviated to some extent by pre-operative feed- 
ing of large amounts of protein. In patients with gastric 
cancer a reversal of the albumin/globulin ratio and an 
immediate post-operative salt intolerance were observed. 

L. Woodhouse Price 
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964. The Importance of Malignant Degeneration as a 
Complication of Chronic Ulcerative Colitis 

R. B. Catrett and E. J. BoeHMe. Gastroenterology 
[Gastroenterology] 8, 695-710, June, 1947. 2 figs., 
18 refs. 


Chronic ulcerative colitis predisposes to the develop- 
ment of malignancy in the colon and rectum; the fre- 
quency of this complication is not well recognized. Ina 
review of the literature the incidence of malignant change 
appeared to vary from 0 to 6-3%, in the largest series it 
was 1:9% in 1,467 cases. The aetiology and patho- 


| 

| 

{ | 

of 

ste 

ul 

pr 

pli 

wl 

in 

in 

dit 

Wi 

ul 

set 

ca 

dit 

se’ 

ag 

du 

ap 

be 

in 

lit 

th 

ve 

tre 

of 

ur 

of 

th 

OF 

Wi 

ce 

Tl 

in 

ne 

be 

m 

m 

de 

ex 

of 

de 

al 

ti 

cc 

re 

fr 

to 

e\ 


INTESTINES 291 


is of this malignant change remain conjectural. It 
is not known whether it arises from malignant degenera- 
tion of true polyps following ulcerative colitis or whether 
it results from repeated bowel infection and attempts at 
repair with subsequent neoplasia of the tissues. Previous 
evidence suggests that the pseudopolypoid formations 
of ulcerative colitis do not progress to malignancy. 
One of the authors’ cases, however, appears to have 
arisen in this manner. 

To some 75 cases already reported the authors add 9 
of their own, and these are described in detail. They 
state that, except for the common denominator of 
ulcerative colitis in varying degrees of activity, the cases 
presented different aspects in the development of com- 
plicating malignancy. In 1 case carcinoma was revealed 
when colectomy was performed for intractable symptoms 
in spite of ileostomy. In another, blood reappeared 
in the stools after a remission of 17 years and the patient 
died of malignant disease. In 7 of the 9 cases the lesion 
was located in the rectum and sigmoid areas where the 
ulcerative process is normally most obvious. Micro- 
scopically there were 3 cases of adenocarcinoma, 3 of 
carcinoma simplex, and 3 of mucinous carcinoma. The 
difficulties in the interpretation of x-ray studies in a 
severely damaged bowel are emphasized. The average 
age of onset of the colitis was 27-6 years and the average 
duration of symptoms before malignancy became 
apparent was 9 years, with an average of 11-7 years 
between the onset of the ulcerative colitis and surgical 
intervention. 

The authors point out that the comparatively few 
cases of carcinoma complicating ulcerative colitis in the 
literature do not give a true picture of its prevalence, 
the chief reason for this discrepancy being the need for 
very long periods of observation. Many cases are not 
traceable after long intervals, and some patients may die 
of carcinoma when the colitis is in remission, death being 
unassociated with the previous colitis, or, in the absence 
of necropsy, being assumed to be due to re-activation of 
the disease. Another factor may be the paucity of cases 
operated upon. 

Ulcerative colitis in children should be carefully 
watched as the incidence of cancer is high. Early 
colectomy might prevent some of the deaths that occur. 
The rectum and sigmoid should be inspected periodically 
in all long-standing cases, whether supposedly cured or 
not. Finally, the colon in cases in which ileostomy has 
been performed should be examined periodically as it 
may be the seat of malignant change. 

[This important communication confirms the views of 
most gastro-enterologists that the frequency of malignant 
degeneration in ulcerative colitis increases with the 
experience of the observer and the length of the period 
of study. The authors’ protocols should be studied in 
detail as they illustrate the complexity of the problem 
and the need for a greater awareness of these complica- 
tions. It is perhaps true to say that a case of ulcerative 
colitis is never cured, or at any rate should never be so 
regarded. Follow-up studies must evidently be more 
frequent and searching. It is melancholy to record that 
to an already grave disease is added the possibility of an 
even graver complication.] T. L. Hardy 


965. A Contribution to the Bacteriology and Immunology 
of Ulcerative Colitis, (Piispévek k bakteriologii a 
imunologii ulcerosni kolitidy) 

V. WAGNER and Z. MARATKA. Gastro-enterologia 
Bohema (Gastro-ent. bohema] 1,41-—46, June 5, 1947. 5 refs. 


This is a bacteriological and immunological study 
carried out on 31 patients suffering from ulcerative 
colitis. Organisms were cultured from stools and rectal 
smears on blood-agar and on Endo’s and Kauffmann’s 
media, and also from tonsils. Of the organisms obtained 
by culture, none was strictly pathogenic. Dysentery 
bacilli were not found in spite of special efforts; 
agglutination tests, though frequently positive, were too 
variable when repeated to be of significance, and were 
considered ‘non-specific’. Although a  dysenteric 
aetiology of ulcerative colitis was not excluded, the 
authors found little to support it. Intestinal commensals 
were commonly found, but none of these was con- 
sistently or exclusively associated with ulcerative colitis. 

The authors then attempted to investigate, by means of 
skin tests with autogenous vaccines prepared from the 
faecal flora (and the tonsils), whether there existed a 
state of allergy to these organisms. The vaccines were 
prepared in a strength of 5 to 10 million organisms per ml., 
of which 0-1 ml. was injected into the volar aspect of 
the forearm. Reactions noted were “ immediate” 
wheal formation, delayed reactions (8 to 10 hours later 
or on the second to third day), and ** focal” or “* sympto- 
matic” reactions characterized by exacerbation or 
improvement of the symptoms. 

Positive reactions were rare with streptococci, but 
occurred in almost 100% of the tests with the remaining 
faecal organisms, 40% being strongly positive. The 
authors admit that no extensive controls in normal 
subjects were carried out, but occasional tests with 
Bacterium coli in ‘* some inflammatory conditions where 
allergy plays no part’’ produced relatively insignificant 
reactions. [Unfortunately, there is no mention of 
control tests on normal subjects with vaccines obtained 
from patients with colitis.] General reactions, such as 
fever, rigor, malaise, and sweating, occurred eleven times 
after injection of the vaccine, but a focal reaction only 
four times. From all this the authors conclude that 
allergy to the existing colonic flora plays an active part 
in the pathogenesis of ulcerative colitis, but cannot 
decide whether this is the primary cause of the disease, 
or whether such a mechanism is superimposed on the 
basic disturbance. H. Pollak 


966. Potassium Deficiency in a Case of Lymphosarcoma 
with the Sprue Syndrome 

H. E. Harrison, H. C. HARRISON, R. R. Tompsett, and 
D. P. Barr. American Journal of Medicine [Amer. J. 
Med.] 2, 131-143, Feb., 1947. 6 figs., 34 refs. 


The fundamental defect in all forms of sprue seems to 
be one of intestinal absorption. The variety of symp- 
toms encountered is attributed to specific deficiencies of 
calcium, phosphorus, proteins, and vitamins. The 
possibility of potassium deficiency, resulting from the loss 
of potassium in the stools, has not received much atten- 
tion. A female patient aged 44 was admitted to hospital 
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complaining of diarrhoea of 9 months’ duration and 
of extreme muscular weakness. Latent tetany and 
diarrhoea persisted. A marked fall in the levels of 
potassium, calcium, and phosphorus in the serum was 
observed as well as losses of fat, nitrogen, water, potas- 
sium, calcium, and phosphorus in the stools. The diar- 
rhoea was reduced by a diet low in fats and starch. 
Massive doses of vitamin D caused a further diminution 
in the diarrhoea, a marked rise in serum calcium, 
potassium, and phosphorus, and an increase in muscular 
strength. Very high concentrations of vitamin D in 
serum seem necessary to offset the effects of intestinal 
dysfunction. Metabolic studies showed that the loss 
of potassium in the stools accounted for the fall in serum 
potassium, and evidence is presented that the loss is 
intracellular as well as extracellular. The degree to 
which potassium deficiency contributed to the symptoms 
was difficult to assess, as potassium therapy alone was 
not attempted. Intestinal obstruction developed, and 
after operation the patient died. Necropsy revealed 
the presence of a lymphosarcoma of the small intestine 
and mesenteric lymph nodes. E. F. McCarthy 


967. Granular Proctitis Treated with Succinyl-sulpha- 
thiazole Suppositories 

E. H. Ciuer and R. H. Barcray. Lancet [Lancet] 2, 
168-170, Aug. 2, 1947. 5 refs. 


One author (E.H.C.) describes 3 cases of granular 
proctitis successfully treated with “‘ sulphasuxidine” sup- 
positories, and the other (R.H.B.) describes the prepara- 
tion of these suppositories. This appears to be the most 
efficient and most economical method of applying 
sulphonamides to the diseased rectal mucosa. 

Cuthbert E. Dukes 


LIVER 


968. Functional Exploration of the Liver in Hepato- 
lenticular Degeneration. (L’exploration fontionnelle du 
foie au cours de la dégénérescence hépato-lenticulaire) 

R. Messimy, P. CASTAIGNE, and E. TREMBLAY. Revue 
du Foie [Rev. Foie] 6, 177-204, July—Aug., 1947. 29 refs. 


In hepato-lenticular degeneration, a common cause, 
such as heredity, intoxication, or infection, may affect 
both liver and the lenticular nucleus, or the liver changes 
may lead to a secondary alteration in the nervous system, 
or the changes in the nervous system may be responsible 
for the development of the cirrhosis. The pathogenesis 
is still obscure. The authors had the opportunity of 
observing a case of Wilson’s hepato-lenticular degenera- 
tion, and have carried out a careful review of the litera- 
ture. Their own case was as fully investigated as con- 
ditions permitted. The patient was a young man 20 
years of age, with abnormal movements of both hands and 
the left leg, a Kayser-Fleischer corneal ring, and tremor. 
He had no digestive complaints or jaundice. One of 
his brothers had died at the age of 20 from severe jaundice 
and haematemesis. On examination the main neuro- 
logical signs were the abnormal facial expression with a 
rather stereotyped smile, hypertonicity of the neck muscles, 
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dysarthria, and involuntary movements. Reflexes were 
normal. Examination of the cerebrospinal fluid showed 
no abnormality. There was a Kayser-Fleischer zone of 
corneal pigmentation. No ascites was present, and the 
liver was not enlarged, but there was slight enlargement 
of the spleen. Tests showed little impairment of liver 
function, apart from galactosuria, and hyperglycaemia 
after ingestion of 50 g. of glucose. The patient developed 
convulsive crises and coma and died. Necropsy 
revealed degeneration of the lenticular nucleus and 
cirrhosis of the liver. 

The authors review each individual case in the litera- 
ture from the point of view of liver function. They 
review critically the different liver function tests. They 
discard results from flocculation reactions and the 
colloidal gold reaction. The hippuric acid test is also 
considered unreliable. Decrease in albumin and in- 
crease in globulin was marked in only 1 of the published 
cases. Biliary function appeared to be little disturbed. 
The cholesterol level in the blood was normal. The 
galactose tolerance test was abnormal in 1 case and so 
was the prothrombin time. The most reliable investiga- 
tion proved to be the glucose-tolerance test. In all cases 
the maximal blood-sugar level exceeded 200 mg. per 100 
ml. and in 3 cases it rose above 240 mg. per 100 ml. The 
return to normal was delayed beyond 24 hours, and often 
beyond 3 hours. Disturbance of carbohydrate meta- 
bolism was present in 75% of the cases of Wilson’s disease 
published. Liver-function tests in their present stage 
are of no value in diagnosing doubtful cases. In cases 
with all essential signs, as in the authors’ case, the liver- 
function tests confirm the diagnosis but they are not of 
great help in doubtful cases. The changes observed at 
necropsy are often very marked, but the liver insufficiency 
is still so well compensated that a whole range of tests 
has to be carried out before derangement of liver 
function can be proved. 

The pathogenesis of the disease is still not clear. The 
most attractive theory to the authors is the one which 
attributes the main part to the primary lesion of the liver. 
The clinical argument in favour of this is appearance of 
cirrhosis in the brother of the patient affected with 
hepato-lenticular degeneration and the beginning of the 
disease with abdominal signs. Experimental work is not 
convincing. No facts are known which point definitely 
to an origin in one or the other organ. E. Forrai 


969. Methionine Therapy in Experimental Liver 
Injury Produced by Carbon Tetrachloride 

V. A. Dritt and T. A. Loomis. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 90, 138- 
149, June, 1947. 6 figs., 28 refs. 


Dogs were given either single doses of 0-125 to 0-5 ml. 
or twice-weekly doses for 60 days of 0-25 ml. of carbon 
tetrachloride per kilo. No effect was produced on dye 
retention, serum phosphatase, or liver histology by daily 
administration of 1 g. of methionine for several days. 
Methionine supplements were also without effect in 
dogs which were kept on a low-protein diet and which 
sustained liver injury from 0-125 g. of carbon tetrachloride 
per kilo. V. J. Woolley 
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970. Thyrotoxic Crisis. An Analysis of the Thirty- 
six Cases Seen at the Massachusetts General Hospital 
during the Past Twenty-five Years 

J. W. McArtuur, R. W. Rawson, J. H. MEANS, and 
O. Core. Journal of the American Medical Association 
[J. Amer. med. Ass.] 134, 868-874, July 5, 1947. 3 figs., 
14 refs. 


Of a total of 2,033 thyrotoxic patients admitted to the 

Massachusetts General Hospital in the past 25 years, 36 
have experienced a toxic crisis or “ thyroid storm”. 
Twenty-five of the crises (‘‘ surgical storms’) have 
followed the 1,383 operations performed on_ these 
patients; the remaining 11 crises (“‘ medical storms ”’) 
have occurred in patients not subjected to operation. 
It is doubtful whether there is any fundamental dis- 
tinction between the two types. A “storm” is defined 
as “a life-endangering augmentation of the symptoms 
of thyrotoxicosis in which the patient’s response is out of 
proportion to the exciting stimulus, whatever its nature 
(thyroidectomy, pneumonia, or wound sepsis)”’. The 
qualifying adjective “ life-endangering”’ is inserted to 
exclude the mild to moderate reactions which almost 
invariably follow thyroidectomy in patients whose 
metabolic rate has not been brought to a normal level. 
Such reactions are regarded as storms in miniature. 
The terminal signs and symptoms and the necropsy 
findings emphasize a breakdown in one or more of the 
great bodily systems—the central nervous system, the 
cardiovascular system, and the hepato-renal system. 
There are no pathognomonic features common to all 
cases. 
In the series under review the season of the year had 
no bearing on the incidence of crises; the sex ratio in 
surgical storms was 1 male to 3 females; the majority 
of the storms occurred in patients with a relatively short 
history of thyrotoxicosis. The basal metabolic rates, 
in patients well enough to have estimations, averaged 
+70 in cases with medical storms and +49 in those with 
surgical storms. In an analysis of the severe compli- 
cating diseases, cardiac affections were by far the 
commonest; acute toxic psychosis proved an ominous 
sign, and the 2 patients who exhibited this died in crisis. 
Necropsies in 50% of the cases revealed not only the 
expected high incidence of cardiac complications but also 
the less-expected frequency and importance of pulmonary 
complications. Surprisingly few pathological liver 
changes were found. 

In 6 of the 11 medical storms there were definite 
precipitating factors; 4 followed iodine withdrawal, 1 
was associated with streptococcal pneumonia, and 1 
with digitalis intoxication. The majority of surgical 
storms followed thyroidectomy. In 3 patients who 
weathered the immediate post-operative period a crisis 
developed when haemorrhage requiring secondary 
Suture occurred subsequently. Post-operative broncho- 
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pneumonia accounted for six storms, wound sepsis and 
mediastinitis for a further two. 

It was too difficult to determine the éfficacy of any but 
emergency treatment in the medical group, but the data 
in the surgical group have been analysed and tabulated. 
All except 2 patients, who had thiouracil in addition, 
were given a pre-operative course of iodine. The 
significant differences between those who survived a 
storm and those who did not were that in the latter there 
was a higher basal metabolic rate on admission, there had 
been a much greater initial loss of weight, there was a 
greater incidence of complicating disease, and the pulse 
rate after jodine therapy was still appreciably higher than 
normal. 

Eight of the 11 medical crises and 16 of the 25 surgical 
crises proved fatal. All save 2 of the fatal cases were of 
the usual “ activated’ type of storm. The exceptions 
exhibited an “‘ apathetic *’ storm characterized by extreme 
prostration with muscular hypotonia, mental apathy, 
and a temperature rarely exceeding 101° F. (38-3° C.). 
The last 4 patients have been treated with thiouracil and 
iodine, together with, in the last 3 patients, supple- 
mentary injections of adrenal cortical extract. The 
surgical storms reviewed, with two exceptions, all took 
place before thiouracil was employed in operative 
preparation. No crisis has occurred in any patient 
properly prepared with thiouracil; the two exceptions 
took place in the earliest days of thiouracil administra- 
tion, when it was given for too short a period. 

Three cases of crisis are described for their illustrative 
detail. It is denied that storm is an essentially capricious 
phenomenon. Storm warnings, often not heeded, were 
displayed by every one of the patients in the series. 

Charles Donald 


971. Treatment of Hyperthyroidism with Methyl- 
thiouracil. Results of Prolonged Treatment. [In English] 
A. R. Frisk. Acta Medica Scandinavica [Acta med. 
scand.} 129, 164-183, Nov. 5, 1947. 3 figs., 26 refs. 


972. A Clinical Comparison of the Effectiveness of 
6-n-Propylthiouracil and 2-Thiouracil as Antithyrotoxic 
Agents 

T. H. McGavack, A. J. Gert, M. VoceL, and S. 
SCHUTZER. American Journal of Medicine [Amer. J. 
Med.]} 2, 144-149, Feb., 1947. 2 figs., 19 refs. 


Severe reactions are known to occur in 12 to 13-1% 
of thyrotoxic cases treated with thiouracil. Seventy-five 
patients with thyrotoxicosis were treated with “ pro- 
pacil ’’ (6-n-propylthiouracil) for periods varying from 
2 to 12 months; 42 patients had received no previous 
drug therapy and 33 had been controlled previously 
with thiouracil. Initial effective doses varied from 
74 to 250 mg. daily, and maintenance doses from 24 to 
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75 mg. Propylthiouracil was found to be, weight for 
weight, two to three times as effective as thiouracil in 
effecting a normal output of thyroid hormone. One 
patient alone developed fever and urticaria. Ten 
patients.were free from remissions for 4 months after the 
cessation of propylthiouracil treatment. The authors 
recommend propylthiouracil as a relatively safe drug 
for the control of all forms of thyrotoxicosis. 

E. F. McCarthy 


973. The Conditions Associated with the Secretion of 
the Adrenal Cortex © 

C. N. H. LonGc. Federation Proceedings (Fed. Proc.) 6, 
461-471, June, 1947. 12 figs., 23 refs. 


A method of determining the activity of the adrenal 
cortex is described. Adrenotrophic hormone is in- 
jected into guinea-pigs, rats, or mice, and the changes 
in the amount of cholesterol and ascorbic acid in the 
cortex are examined. The percentage of both sub- 
stances in the cortex is especially high, and it falls steeply 
after the injection; in other organs this-fall cannot be 
observed, and it is therefore regarded as a specific action 
of the adrenotrophic hormone and closely connected with 
the increased secretion of the adrenal cortex. Exposure 
of rats to cold, pain, haemorrhage, scalding, unilateral 
adrenalectomy, and simulated altitude produce a decrease 
in cortical cholesterol and ascorbic acid. Adrenaline 
has the same effect, but not in hypophysectomized animals. 
It is believed that the adrenal cholesterol is the direct 
precursor of the adrenal cortical steroids, while the part 
played by ascorbic acid in the biochemistry of the cortex 
is still unknown. H. Herxheimer 


974. The Effect of Trauma and Disease on the Urinary 
17-Ketosteroid Excretion in Man 

A. P. Forses, E. C. DONALDson, E. C. REIFENSTEIN, and 
F. ALBRIGHT. Journal of Clinical Endocrinology {J. 
clin. Endocrinol.| 7, 264-288, April, 1947. 18 figs., 
36 refs. 


Analysis of 4,000 determinations of urinary 17- 
ketosteroid excretion showed that the output was low in 
chronically ill or seriously undernourished patients. 
Members of the laboratory staff whose basal output was 
well established showed a 70% reduction in output 
during acute infections. The average daily output in 
73 men was 12-5 mg. (range, 6-7 to 27:2 mg.) and in 65 
women 8-2 mg. (range, 3-8 to 16-9 mg.); these values 
were not related to height, weight, complexion, or 
creatinine excretion. In 30 nurses whose ages, diet, and 
work were similar the average daily output ranged from 
3-8 to 16-9 mg. in 47 assays (average, 7-51+3-4 mg.), 
though there was less variation in the individual output. 
The average excretion in 196 unselected medical patients 
was subnormal: 6-2 mg. per day in the men and 4-4 mg. 
in the women. 

The effect of various types of “ alarm”’, including 
operation, acute infection, childbirth, burns, fractures, 
vaccine injections, and malarial treatments, on the 
17-ketosteroid excretion in 28 patients is individually 
recorded. Scatter diagrams and mean curves of the 
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results in 14 normal men indicate a rise in excretion 
immediately after the alarm, followed by a period of 
subnormal excretion. Similar records in 18 normal 
women show the same period of subnormal excretion 
but do not indicate the temporary initial rise, though this 
is common in the individual records. There was very 
little effect on the excretion in 14 debilitated men or 9 
debilitated women. This is attributed to their already 
chronic state of stress—a suggestion supported by the 
subnormal excretion levels before the alarm in these 
people. The changes are thought to reflect alterations in 
the secretion of adrenal steroids influencing nitrogen 
metabolism, and the findings are related to Selye’s 
concepts of the alarm reaction and general adaptation 
syndrome. Peter C. Williams 


975. The Effect of Odcstrogen (Stilboestrol) on the 
Formed Elements of the Blood in Women 

K. J. KARNAKY. Journal of Obstetrics and Gynaecology 
of the British Empire {J. Obstet. Gynaec. Brit. Emp.| 54, 
366-368, June, 1947. 11 refs. 


In dogs large doses of stilboestrol caused marked 
changes in the blood picture while in monkeys there was 
little, if any, change. In our series in women the blood 
picture was not altered from the control before and after 
stilboestrol, even when a total dosage of 111,000 mg. 
of stilboestrol was given over a period of one year. We 
might fairly conclude that stilboestrol produces no 
changes in the haematopoietic process in women. The 
platelet count was approximately the same before, during, 
and after stilboestrol. No patients developed purpura 
haemorrhagica, nor did the abdominal or perineal 
incisions bleed more in those undergoing operation.— 
[Author’s conclusion. ] 


976. Male WHypogonadism Treated by Sublingual 
Methyltestosterone 

R. S. Finkver. Journal of Clinical Endocrinology \J. 
clin. Endocrino!.| 7, 293-302, April, 1947. 5  figs., 
9 refs. 


Twelve eunuchoid men were given daily doses of methyl- 
testosterone sublingually as “* linguets’’. These con- 
tained 5 mg. each, and 1 to 6 were given daily for several 
weeks or months. The results are described; benefit is 
claimed in almost all cases. Cryptorchidism was present 
in 3 cases and was not cured. Two of the patients had 
to abandon treatment because of development or 
exacerbation of a cardiac murmur; another stopped 
treatment because he thought it increased his heart rate. 
When the treatment was stopped the improvements 
tended to regress. 

[Most of the benefits claimed are subjective or difficult 
to measure—for example, depth of voice, growth of 
beard, vigour, or masculine personality. When allow- 
ance is made for the larger-scale reproduction of the 
photographs after treatment, the enlargement of the 
genitalia is not striking except in 1 case. This man hada 
subnormal basal metabolic rate (— 22) initially and was 
treated with dried thyroid in addition to androgen.] 

Peter C. Williams 
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977. New Investigations on Alkali-sensitivity of the 
Skin. (Neuere Untersuchungen iiber die Alkaliemp- 
findlichkeit der Haut) 


W.BURCKHARDT. Dermatologica {Dermatologica, Basel] 


94, 73-96, 1947. 22 refs. 


After a brief review of the previous work on the 
neutralization of alkalis by the skin, the author shows 
that retarded alkali neutralization occurs in the majority 
of cases of industrial dermatitis due to contact with alkali. 
Combining the figures of his own and other published 
work, he shows that of 233 patients with alkali dermatitis 
73% belonged to the retarded neutralization group, 
whereas of 757 healthy controls only 19% did so. 

Anew method of determiningalkali resistance of the skin 
is described. The alkali used is 0-5 or 0:25 N sodium hy- 
droxide ; an area of skin to be tested, 2 x 3-5cm., is marked 
and covered by the alkaline solution. Over this is placed a 
glass block, 2 x 3-5 x 1-5 cm., through which the skin can 
be observed. After 10 minutes the glass block is removed 
and the field dried; if there is no reaction, a second drop 
is applied and covered by the glass block for a further 
10 minutes, and so on until a reaction appears. This 
usually consists of a slight burn with pin-point vesicles. 
It was found that in 48 cases of alkali dermatitis 73% 
showed hypersensibility to alkalis, whereas in only 11% 
of 108 healthy controls was the susceptibility increased. 
Alkali resistance as a rule depends on the thickness of 
the horny layer, but in patients with alkali dermatitis 
the alkali resistance may be retarded in spite of a thickened 
horny layer. This fact appears to depend on a decreased 
resistance of the albumin in the horny tissue to alkali 
neutralization. The author confirmed previous work 
that sweat secretion is a factor influencing resistance to 
alkalis. The reaction of the skin to different alkalis is 
always of the same type, and in 1 case of experimentally 
produced alkali dermatitis eczematous areas appeared 
on sites other than the one exposed to the alkali. An 
allergic state must have been established in this case. 

H. R. Vickers 


978. Experiments on the Anti-allergic Properties of 
Vitamin D,. (Recherches expérimentales sur les pro- 
prictés antiallergiques de la vitamine D,. Action 
antagoniste de cette vitamine vis-a-vis de histamine et 
de l’'acétylcholine) 


I. Datnow. Dermatologica [Dermatologica, Basel] 94, 


130-136, 1947. 


Inhalation of a fine spray of histamine or acetyicholine 
causes bronchospasm and convulsions in guinea-pigs. 
Subcutaneous injection of large doses of vitamin D, 
prevented the onset of ill effects, even when the guinea- 
pigs were exposed to the spray for 10 minutes, 3 untreated 
controls given histamine being affected by bronchospasm 
in 2 minutes 23 seconds, 4 minutes 51 seconds, and 


2 minutes 19 seconds, while 3 untreated controls given 
acetylcholine were affected in 1 minute 59 seconds, 
2 minutes 37 seconds, and 1 minute 41 seconds. 

The guinea-pigs did not tolerate doses of 900,000 units 
at intervals of 9 days but tolerated 600,000 units. This 
anti-allergic effect of vitamin D, explains the beneficial 
action of this substance in occupational dermatitis even 
when the patient continues at work—an effect noted by 
the author in 1939. The theory is advanced that the 
beneficial action of vitamin D, on lupus vulgaris may be 
due to the anti-allergic action of the vitamin, which 
modifies the tissue reaction to the tubercle bacillus in the 
production of the tuberculous nodule. 

H. R. Vickers 


979. Sweat Band Dermatitis due to Thiokol (or Thio- 
prene). [In English] 

V. Pirita. Acta Dermato-Venereologica [Acta derm.- 
venereol., Stockh.] 27, 287-298, 1947. 2 figs., 18 refs. 


Six men, aged 39 to 70, developed dermatitis of the 
forehead and that part of the scalp in contact with the 
sweat-band 7 days to 3 months after wearing caps whose 
sweat-bands were impregnated with the plastic poly- 
ethylenepolysulphide thioprene or “ thiokol”’ [this 
is not the medical preparation “ thiokol’’)). There 
were redness and swelling and later scaling, in some cases 
with vesiculation and weeping. After healing there 
remained pigmentation in 2 of the patients. Patch tests 
with the sweat-bands and with “ thioprene latex”’ (a 
50 to 80% emulsion of the plastic in water) were all 
strongly positive. Similar patch tests in 10 controls 
were all negative. When the wearing of the caps was 
discontinued the dermatitis usually healed easily. 
Sweat-bands thus impregnated could be recognized by 
the characteristic smell. The constitutional type appeared 
not to be a factor in this type of sensitivity. 

E. Lipman Cohen 


980. Cutaneous Anthrax and Pyodermatitis Vegetans. 
(Charbon et pyodermite végétante) 

F. Kocos. Acta Dermato-Venereologica {Acta derm.- 
venereol., Stockh.) 27, 259-266, 1947. 2 figs., 8 refs. 


A man applied burning cinders wrapped in a stocking 
to his sacral region to relieve a chronic pain, and a large 
burn resulted. A month later a swelling appeared on 
the anterior aspect of the left forearm; in a few days this 
became a suppurating wound. Two days later a black 
streak was seen on the other forearm. This lesion soon 
discharged pus and developed a black edge, and most of 
the rest of the forearm became red and the hand swollen. 
There were malaise and fever. The burn was found to 
be granulating and responded well to local treatment. 
Direct examination of pus from the forearms showed 
only staphylococci and streptococci, but anthrax bacilli 
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grew on culture. Sulphathiazole 20 g., penicillin 300,000 
units (30,000 units 3-hourly), and neoarsphenamine 
1-3 g. were prescribed. The temperature fell rapidly, 
the ulcers became clean, and epithelization started. 
Vegetation and red soft papillomata then:began to appear 
on the healing ulcers and on the site of the burn. Pus 
could be expressed from between the vegetations. Histo- 
logically there were marked acanthosis with infiltration 
(mostly perivascular) in the corium, consisting of poly- 
morphonuclear cells, plasma cells, small lymphocytes, 
and fibroblasts. One giant cell and occasional epithelioid 
cells were seen. From the pus staphylococci, strepto- 
cocci, and anthrax bacilli were grown. Local treatment 
with an ointment containing pyrogallic and boric acids 
gave a Satisfactory result and cleared the lesions due to 
anthrax bacilli. Finally sulphonamide ointment was 
used for the cocci. The pyodermatitis vegetans is not 
regarded as being part of the anthrax infection. The 
cause of the papillomatosis is obscure, but there may be 
an individual predisposition to the formation of chronic 
pyogenic vegetations; a modified allergic reaction plays 
a part. E. Lipman Cohen 


981. Au Aid for Electrolysis under Filtered Ultra-violet 
in Tinea Capitis 

R. M. MontGomery. Journal of Investigative Dermato- 
logy (J. invest. Derm.] 9, 1, July, 1947. 2 refs. 


The author recommends the application of a lacquer 
to an electrolysis needle. This assists in locating the 
right hair follicle and in the extraction of hairs shown to 
be infected by a fungus on examination with filtered 
ultraviolet light (Wood’s glass). This method of epila- 
tion may be valuable in children near puberty, in treating 
small localized patches of ringworm, and in removing 
isolated infected hairs appearing after x-ray epilation. 

G. B. Mitchell-Heggs 


982. Granuloma Pseudotrichophyticum. [In English] 
N. MELczer. Acta Dermato-Venereologica [Acta derm.- 
venereol., Stockh.] 27, 299-306, 1947. 3 figs., 6 refs. 


Two boys, aged 3 and 8, had lesions on their scalps for 
4 months and 6 weeks respectively. There were raised, 
elastic, moderately infiltrated, painless nodules, with 
mild erythema, sero-purulent exudation, scaling, and 
crusting; in one nodule there was an ulcerated granu- 
lating area 5 cm. in diameter. There was no history of 
previous fungus infection. Fungi were not found on 
direct examination, on culture, or on animal inoculation. 
The trichophytin reaction was negative. Thus the 
suspected diagnosis of granuloma trichophyticum 
(Majocchi) could not be substantiated. A differential 
cell count of the exudate showed: polymorphonuclear 
neutrophils 67:5%, eosinophils 8-5%, histiocytes 5%, 
large monocytes 7%, small monocytes 4:5%, large 
lymphocytes 6-5%, and giant cells 1%. Some of the 
large monocytes were vacuolated, and contained what 
looked like involution or degenerative forms of ele- 
mentary bodies or rickettsiae which stained reddish- 
violet with Giemsa, and basophil cytoplasmic inclusion 
bodies. On culture only staphylococci grew. Inocula- 


tions into mice, guinea-pigs, and rabbits by various 
routes, and on chorio-allantoic membrane, were all 
sterile. Intracutaneous injection of inactivated sus- 
pension of the exudate into the patient produced no 
specific reaction. Histological examination showed a 
dense infilfrate limited to the upper three-fifths of the 
corium and consisting of histiocytes, plasma cells, 
polymorphonuclear neutrophils and eosinophils, large 
lymphocytes, monocytes, and Langhans-type giant cells. 


In 1 case there were many basophils at the periphery of | 


the granulation tissue. It is suggested that granuloma 
pseudotrichophyticum is a virus disease not previously 
recognized. E. Lipman Cohen 


983. Allylsenevol (Allyl Isothiocyanate). Antibiotic for 
Dermatophytes. (Allylsénévol (isosulfocyanate d’allyle) 
antibiotique pour les dermaphytes) 

R. PATAILA. Annales de Parasitologie Humaine et 
Comparée [Ann. Parasit. hum. comp.} 21, 338-341, 1946. 
4 refs. 


Senevols can be used to inhibit the growth of fungi in 
liquids such as beer, and this article describes the effect 
of allyl isothiocyanate (allylsenevol) on the growth of 
Sabouraudites (Microsporon) lanosus, S. gallinae, Cteno- 


myces asteroides, Trichophyton rosaceum, and T. album 


in culture, the allyl isothiocyanate being diluted by sun- 
flower (Helianthus) oil and used in dilutions of 1 in 10, 
1 in 100, 1 in 1,000, 1 in 10,000, 1 in 100,000, and 1 in 
1,000,000. It was found that in all cases dilutions up 
to 1 in 10,000 completely arrested the growth of the 
fungus. With guinea-pigs inoculated with Crenomyces 
asteroides, application of 1 in 100 allyl isothiocyanate 
cured the ringworm and did not irritate the skin. 
H. R. Vickers 


984. The Action of Culture Filtrates of Aspergillus 
clavatus on Dermatophytes. In vitro Experiments 

K. LOWENTHAL. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 41-47, July, 1947. 3 figs., 15 refs. 


The fungistatic and fungicidal action in vitro of culture 
filtrates of Aspergillus clavatus upon a variety of dermato- 
phytes revealed that the different fungi vary in their 
susceptibility to the filtrates in the following order: 
Trichophyton gypseum, Microsporon  lanosum,_ T. 
purpureum, M. audouini, T. violaceum, and Epider- 
mophyton floccosum. Monilia albicans and Sporotrichum 
schencki were not appreciably influenced. Three other 
factors determined the effect of the filtrates—namely, the 
potency, the time of contact with the test fungi, and the 
hydrogen-ion concentration. G. B. Mitchell-Heggs 


985. Action of Clavacin on Some Dermatophytes. 
Final Report 

K. LOWENTHAL and J. A. ToLMAcH. Journal of Investi- 
gative Dermatology [J. invest. Derm.] 8, 357-363, June, 
1947. 5 figs., 3 refs. 


Clavacin (patulin, clavatin, claviformin) is an anti- 


biotic produced by Aspergillus clavatus and A. giganteus, — 


Penicillium patulum, P. claviforme, and P. expansum, 
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Gymnoascus, and other fungi. Crystalline clavacin and a 
culture filtrate of Aspergillus clavatus showed antibiotic 
action in vitro against the following fungi: Monilia albi- 
cans, Trichophyton gypseum, T. purpureum, and Micro- 
sporon audouini. The antibiotic effect varied, M. albicans 
being least sensitive, M. audouini highly sensitive, and the 
others intermediate in sensitivity. The fungicidal effect 
was in direct proportion to the concentration of clavacin 
and the length of time of action. Within certain limits 
similar results were obtained with high concentrations 
and brief exposures and with low concentrations and long 
exposures, but high dilutions had no fungicidal effects. 
G. A. Hodgson 


986. The Reactive Hyperemia Response of the Un- 
involved Skin of Patients with Psoriasis 

I. L. MiLBerG. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 31-39, July, 1947. 1 fig., 6 refs. 


The reactive hyperaemia test was performed on the 
uninvolved skin of 33 patients with psoriasis. Initial 
readings on all patients showed a marked positive 
deviation from the thresholds of normal individuals. 
Thirteen patients, who applied ointments which have a 
known measurable effect in causing a marked increase in 
the sensitivity of the smallest cutaneous blood vessels to 
the ““H’”’ substance liberated at the site of the local 
ischaemia, showed improvement clinically, and their 
mean threshold was correspondingly decreased in the 
direction of normal. Thirteen patients who received no 
medication showed no significant trends either in the 
reactive hyperaemia threshold or in their clinical con- 
dition. The author suggests that, although the 
mechanism involved is not clear at present, further 
investigations should help an understanding of the 
abnormal physiological conditions occurring in psoriasis 
and other dermatological affections. 

G. B. Mitchell-Heggs 


987. Parapsoriasis en plaques (Brocq’s Disease) and 
its Relation to Poikilodermia and Mycosis Fungoides. 
(Le parapsoriasis en plaques (Maladie de Brocq). Ses 
rapports avec les poikilodermies et le mycosis fongoide) 
—. LAPIERE, —. VAN RUNCKELEN, and —. Dussarrt. 
Archives Belges de Dermatologie et de Syphiligraphie 
[Arch. belg. Derm. Syph.] 3, 296-324, July, 1947. 5 figs. 
19 refs. 


The authors review the literature and give references to 
illustrate the following combinations: (a) parapsoriasis 
en plaques with poikilodermia; (6) parapsoriasis en 
plaques with mycosis fungoides; (c) parapsoriasis en 
plaques with poikilodermia and mycosis fungoides; 
(d) poikilodermia with mycosis fungoides. They describe 
in full clinical and histological detail 9 cases of para- 
Psoriasis en plaques and their evolution. Mycosis 
fungoides may supervene on parapsoriasis en plaques 
oftener than is generally imagined; this may happen after 
many years or after only a short time. The change is 
heralded in most cases by the appearance on the chest of 
poikilodermic lesions similar in appearance, but in no 
Other way, to those of the Petges-Jacobi type. The 


appearance of facial lesions, not found in para- 
psoriasis en plaques, confirms a diagnosis of mycosis 
fungoides. The lesions of a supervening mycosis 
fungoides appear, not on the elementary existing 
lesions of parapsoriasis, but on the normal skin. The 
two distinct types of lesion may coexist for a long period. 
Histological examination in clinically typical cases of 
parapsoriasis may show changes suggestive of mycosis 
fungoides. 

It is not suggested that psoriasis en plaques should be 
considered as a forerunner of mycosis fungoides. Para- 
psoriasis en plaques and mycosis fungoides may be parts of 


. a single disease group produced by the same aetiological 


factor. The former is benign and arises on a hyperergic 
soil; the latter arises on an anergic soil. 

[A careful and interesting study, well worth reading in 
full.] James Marshall 


988. The Significance of Eosinophilia in Blister Fluids 
and Peripheral Blood in Pemphigus Vulgaris 
A. W. Grace. Journal of Investigative Dermatology 


[J. invest. Derm.] 8, 339-343, June, 1947. 1 fig., 5 refs. 


Investigations were made on the eosinophilia of blister 
fluids aspirated from 1 to 31 days before death in 3 cases 
of pemphigus vulgaris. Bacteriologically sterile blister 
fluid in pemphigus vulgaris contains a higher proportion 
of eosinophils than is found in peripheral blood. The 
extreme percentages of eosinophilia in blisters were 
84-2 and 2-6, the average being 38-5%. The significance 
of this eosinophilia is discussed. 

Older bullae show a larger percentage than younger 
ones. The longer the interval between examination and 
death of the individual the higher the proportion of 
eosinophils. No relation exists between the number of 
leucocytes in the peripheral blood and the percentage of 
blister eosinophils. The proportion of eosinophils is 


lowest just before death. As explanation it is suggested . 


that the virus causing the disease may reside on the skin 
or mucous membranes without producing lesions until 
resistance is lowered locally or generally (age), when the 
virus enters the skin and the blister is the result. The 
increased percentage of eosinophils is not caused by 
the virus (allergic eczema vesicles showed 34-7% eosino- 
phils); the cells are probably attracted by tissue 
decomposition. The level of eosinophils is probably 
determined by the intensity of tissue reaction at the site 
of the lesions. When death is near tissue reaction is 
greatly reduced; this view is supported by the findings. 
G. A. Hodgson 


989. Granulomatous Hodgkin’s Disease of the Skin with 
Extreme Eosinophilia. (Eosinophilic Granuloma of the 
Skin?) 

W. L. Doses and F. D. WEIDMAN. Archives of Dermato- 
logy and Syphilology [Arch. Derm. Syph., Chicago] 55, 
212-221, Feb., 1947. 2 figs., 1 ref. 


A case of Hodgkin’s disease with numerous cutaneous 
granulomatous lesions is described. It is pointed out 
that, while non-specific cutaneous reactions such as 
urticaria, pruritus, or erythrodermia are not very 
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uncommon in lymphadenoma, infiltration in the skin, 
showing the structure of the disease process as it occurs 
in the lymph nodes, is rare. The striking feature of this 
case was the occurrence of eosinophils in enormous 
numbers in the cutaneous granuloma, in the lymph 
nodes, and in the blood. It is suggested that the disease 
may have been complicated by some undetected eosino- 
philogenic factor. On histological grounds the cutaneous 
changes could be described as eosinophilic granuloma. 
G. B. Dowling 


990. Multiple Idiopathic Hemorrhagic Sarcoma of 
Kaposi. Histopathologic Study 

W. Sacus, R. D. Azutay, and J. Convit.. Journal of 
Investigative Dermatology [J. invest. Derm.] 8, 317-326, 
June, 1947. 13 figs., 19 refs. 


The histopathology of Kaposi's idiopathic haemorr- 
hagic sarcoma is discussed. Haemorrhages, angioblasts 
(“ endothelioid cells*’ by some authors), and spindle 
cells are described as constant features. The condition 
may resemble a simple inflammatory process or an 
angioma, granuloma, or n@oplasm, and the suggestion 
is made that glomus tumour, pyogenic granuloma, and 
Kaposi’s sarcoma may have a common origin; they may 
be angioblastomata. Kaposi’s sarcoma may be con- 
sidered as a systemic angiosarcomatosis belonging to 
this group. G. A. Hodgson 


991. Radiological and Endoscopic Studies of Progressive 
Sclerodermia. (R6ntgenologische und endoskopische 
Studien bei progressiver Sklerodermie) 

A. GEBAUER and K. HALTER. Archiv fiir Dermatologie 
und Syphilis [Arch. Derm. Syph., Wien] 186, 283-304, 
July 14, 1947. 12 figs., 39 refs. 


The authors give the detailed case-histories of 14 
female patients suffering from progressive sclerodermia. 
They were able to show in 13 of them radiological changes 
in the oesophagus. It is noteworthy that only 4 of these 
patients complained of dysphagia. There was some 
slowing during the barium “* swallow ”’, but the authors 
did not encounter the true stenosis reported by several 
observers previously. The striking feature was that the 
oesophagus remained patent after the meal had passed 
through, but even 15 to 20 minutes afterwards enough 
barium adhered to the wall to give it a distinct radiological 
outline. No peristalsis was seen in either the whole or 
the lower part of the oesophagus. The cardia appeared 
to remain patent (though cardiospasm has been reported 
by other workers); nevertheless, barium appeared to 
accumulate in the lower part. This is explained by the 
fact that the thickness of the barium coating increases 
from above downwards owing to gravity. The lumen 
was patent and filled with air, and there was distinct 
paucity in the mucosal pattern, the folds being few and 
flat. Oesophagoscopy showed a rigid tube, in which the 
mucosa appeared partly atrophic and dry, partly oede- 
matous; the similarity of these changes with those of 
the skin is emphasized. The absence of peristalsis and 
the dry surface explain the adherence of barium to the 


wall of the oesophagus. There are indications that the 
onset of the oesophageal lesions may occur early in the 
disease, It is believed that these changes are due partly 
to organic lesions (similar to those found in the skin), 
partly to disorders of innervation. Radiological investi. 
gation of the stomach showed some delay in emptying, 
and gastroscopy revealed normal mucous membrane in 
most patients, hypertrophic gastritis in 1, and some 
patchy atrophic changes in another. Gastric acidity 
values were not characteristic. In the few patients in 
whom the colon and rectum were examined, negative 
results were obtained. In 8 cases increased striation of 


_ lung, particularly in the lower lung fields, was seen in 


the radiographs; the authors think it likely that these 
changes are connected with the disease. Radiological 
examination of the bones revealed, apart from the 
commonly acknowledged atrophic changes in hands and 
feet, areas of decalcification and thinning of the bones of 
the skull. In addition, 4 patients had circumscribed 
calcifications in the soft tissues, such as the flexor aspects 
of the fingers and the tendo Achillis. G. W. Csonka 


992. Angiokeratoma Corporis Diffusum (Universale) 
Fabry, as a Sign of an Unknown Internal Disease: Two 
Autopsy Reports. [In English] 
A. W. M. Pompen, M. Ruiter, and H. J. G. Wyers. 
Acta Medica Scandinavica [Acta med. scand.] 128, 234- 
255, June 30, 1947. 7 figs., 17 refs. 


In 1939 two of the authors described angiokeratoma 
corporis diffusum affecting 3 brothers; in the present 
article they give further findings, including the results of 
post-mortem examination of 1 of the brothers who died 
and the post-mortem findings in a further case. Up to 
1940 they had traced eleven publications on the subject 
apart from theirown. The main features of the syndrome 
are: (1) An eruption of minute purple angiomatous 
spots, sometimes capped by a little hyperkeratosis, which 
do not disappear on pressure. The lesions occur 
particularly over the lower back and flanks and histo- 
logically appear to be telangiectatic. (2) Pain and 
cramps in the limbs increased by raised temperature. 
(3) Oedema of the feet and lower legs. (4) Raised 
blood pressure and enlarged heart. (5) Urinary changes. 

The 2 patients upon whom necropsies were performed 
died in uraemic coma, and the essential pathological 
findings included: (1) Thickening of the muscular 
elements of the cardiovascular system as the result of 
hypertrophy of muscle fibre with large nuclei and vacuo- 
lated protoplasm. (2) Accumulation of hyaline material 
between the muscle fibres in heart and blood vessels. 
(3) Similar changes in the vessels of the kidneys and 
sclerosis of many glomeruli with secondary changes in 
tubules. (4) Much iron-containing pigment in_ the 
spleen. (5) In 1 case, a peculiar protoplasmic precipitate 
on the epithelium lining the alveoli of the lungs. 

The authors suggest that the affection is the outward 
sign of a pathological entity which is some unknown 
internal disease. They suggest a congenital anomaly of 
the cardiovascular system, possibly a storage disease with 
deposition in the muscles of some product of disturbed 
protein metabolism. John T. Ingram 
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993. False Positive Serum Tests for Syphilis. (Les 
fausses réactions sérologiques de la syphilis) 

L. VissiAN. Annales de Dermatologie et de Syphili- 
graphie [Ann. Derm. Syph., Paris] 7, 348-355, July—Aug., 
1947. 28 refs. 


The author classifies false-positive serological results 
into three categories: (1) those due to faults in technique; 
(2) false-positive syphiloid reactions in certain disease 
groups; (3) “true” biological false-positive reactions. 

In Group 2, false-positive reactions are found in 
patients suffering from diseases caused by organisms 
allied to Treponema pallidum. Positive results have been 
obtained with great frequency in diseases of this type. 
Yaws and dourine in horses give positive serum tests in 
every case. Relapsing fever (Spirochaeta obermeieri) 
and sodoku (Sp. japonica) often give positive results, 
and the same is true of spirilloses such as phagedaenic 
ulcer of hot countries (86% of positive Wassermann 
reactions in 106 cases). False-positive results may also 
be obtained in the various types of leishmaniasis and in 
trypanosomiasis. Positive results have been reported 
during the febrile phase of Weil’s disease and of infective 
hepatitis. 

Biological false-positive reactions are known to occur 
in malaria, returning to negative up to 42 days after an 
attack. Of flocculation tests, that of Hinton is the least 
liable to give false-positive results in malaria. Other 
diseases and conditions noted as giving false-positive 
reactions are atypical pneumonias, nasopharyngitis, 
scarlatina, infectious mononucleosis, vaccination against 
smallpox, leprosy, cutaneous tuberculosis, lupus erythe- 
matosus, lead poisoning, prolonged chloroform anaes- 
thesia, administration of sulphonamides, paroxysmal 
haemoglobinuria, haemolytic icterus, severe anaemias, 
and leukaemias. 

Flocculation tests are most likely to yield false-positive 
reactions, and in suspect cases quantitative tests should 
be repeated over at least 3 months before a decision is 
made. 

[There is a useful bibliography.] James Marshall 
994. The Use of Richardson’s Modification of the 
Ministry of Health’s Standard Wassermann Reaction 
(Harrison-Wyler) as a Verification Test 
A.C. T. VAUGHAN. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 23, 77-84, June, 1947. 29 refs. 


No serological test for syphilis gives maximal sensitivity 
with absolute specificity, nor is this ever likely 
to be evolved. To preserve specificity at as high a level 
as possible sensitivity has to be curtailed, but experience 
has shown that by using larger amounts of the patient’s 
serum sensitivity can be increased without reducing the 
specificity of the test. 


Venereal Diseases 


In 1940 Richardson modified the standard technique to 
enhance specific reactions and at the same time to 
weaken non-specific ones, thus increasing both the 
sensitivity and the specificity of the test. The author 
employed Richardson’s technique as a verification test 
for those sera which gave doubtful results with the 


standard test, and his figures confirm Richardson’s 


claim to have rendered the test considerably more 
sensitive without any significant loss in specificity, 
particularly in sera from patients undergoing treatment. 
Richardson’s original paper (Brit. J. vener. Dis., 1940, 
16, 166) gives full details of his technique; the procedure 
is summarized in the following table. 


Lipid 
Containing Emylsion Sensitized 
Row | | Serum. Saline 3.M.H.D. per Giluted —-R-B-C. 
(Vol.) | (Vol.) Unit Vol. 


| | | 15 | 120 
(Vol.)(Vol.) 


3 | 2/5 1 j—{|—! 1 
| 1 


saline 
1 vol.=0-11 ml.=2 drops from No. 30 | complement 
Starrett gauge sensitized cells 
dropper 1 in 120 antigen 
emulsion 


-=2 drops from No. 18 


Starrett gauge 1 in 15 antigen 


dropper emulsion 
1/5 vol. =0-022 ml.=1 drop from No. 56 rating 
Starrett gauge 


dropper 
T. Anwyl- Davies 


995. Acquired Syphilis in Children 


M. MurreELL and M. S. Gray. British Medical Journal 
[Brit. med. J.] 2, 206-207, Aug. 9, 1947. 


Acquired syphilis in 2 male and 4 female children is 
described. Five were between the ages of 34 and 84, 
and one girl was 16 years old. The source of the infection 
was traced to the parents in 3 and to an Indian servant in 
one case; one child, prone to sucking things, was known 
to have found a condom in the park. The infection of 
the girl of 16 was believed to have arisen from an infant 
nephew with acute infectious congenital syphilis. An 
adult stepsister also contracted syphilis from the same 
child, both of whose parents were also proved to be 
suffering from the disease. 

Of the 6 cases, 5 showed malaise, 1 headache, 5 sore 
throat, 1 pains in the limbs, 5 a rash, 1 alopecia, 2 sores 
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in the mouth, 4 condylomata lata, and 6 adenitis. All 
cases had reached the secondary stage before recognition 
and had strongly positive blood Wassermann and Kahn 
reactions. Treponema pallidum was demonstrated in 4. 
It is concluded that it is important to examine not only 
sexual partners but also all close contacts of patients 
with infectious congenital and acquired syphilis. 
R. R. Willcox 


996. Treatment of Syphilitic Pregnant Woman with 
Penicillin in Oil-Beeswax: A Comparison with Results 
Obtained using Aqueous Sodium Penicillin 

N. R. INGRAHAM, E. K. Rose, H. BEERMAN, V. S. 
Wammock, J. H. Stokes, and P. GyGrcy. Journal of 
Venereal Disease Information [J. vener. Dis. Inform.] 28, 
155-161, Aug., 1947. 3 refs. 


Since 1943 the authors have studied the effect of 
penicillin on syphilitic pregnant women and _ their 
children. This study expands their previous reports on 
aqueous penicillin and compares the results with those 
obtained by penicillin in a delayed-action vehicle— 
peanut oil—beeswax. 

A series of 46 pregnant women, mostly with early 
syphilis, were treated with amorphous calcium penicillin 
in peanut oil—beeswax. Treatment began at various 
Stages of pregnancy and each case received 4-8 million 
units intramuscularly over a period of 9 days. A single 
injection was given daily of 150,000 units on the first 
day, 450,000 units on the second day, and 600,000 units 
for the succeeding 7 days. One woman died at the time 
of delivery. Of the remaining 45, 19 were observed for 
less than 6 months and 37 for less than 1 year. The 
number of infants delivered was 48. Of these, 41 lived 
but 2 were syphilitic—a failure rate of 4:9%. The 
clinical relapse rate for the series was 4-4%. This might 
have been higher if the period of observation had been 
longer. 

An earlier series of 92 mothers had been treated with 
1-2 or 2-4 million units of aqueous penicillin at 3- to 
4-hour intervals for 8 to 10 days. All but 13 were 
followed for periods of 6 months to more than 2 years. 
Of the 94 infants delivered, 89 lived. Only 2 of these 
were diseased—a failure rate of 2:2%. The clinical 
relapse rate was 5-4%, for 5 women developed recurring 
infectious lesions. About 28% of the mothers became 
serum-negative at the time of delivery, in comparison 
with only 9% in the oil—beeswax series. Considering all 
factors, however, the serological responses in the two 
groups appear similar, but they are somewhat slower 
when penicillin in oil—beeswax is used. 

Stillbirths and neonatal deaths were more frequent in 
the oil—beeswax series, possibly because of the inability 
to sustain blood and tissue levels of the penicillin high 
enough to produce a satisfactory concentration in the 
foetal tissues. The authors recommend a maximal 
rather than a minimal therapy for both mother and 
child, and a minimal total dose of 2-4 million units of 
aqueous penicillin. 

Analysis of the three tables of statistics indicates that 
for symptomatic early syphilis in late pregnancy, when 
the foetus is already infected, the oil—-beeswax procedure 


is less effective than aqueous penicillin. With this 
reservation, however, the authors conclude that the 
overall results of both procedures are approximately 
equivalent. _T. Anwyl- Davies 


997. Penicillin Therapy for Syphilis in 

M. SpeiseR, G. FLAuM, D. Moon-Apams, and E. W, 
Tuomas. Journal of Venereal Disease Information {J, 
vener. Dis. Inform.) 28, 108-119, June, 1947. 11 refs. 


The ideal antisyphilitic treatment of the pregnant 
woman should be free from serious toxic effects, prevent 
the transmission of infection from mother to baby, 
cure the maternal syphilis, cure the child in utero in cases 
of early infectious maternal syphilis beyond the sixteenth 
week of pregnancy when syphilis may already have been 
transmitted to the foetus, and provide adequate therapy in 
a short period of time. The authors believe that adequate 
penicillin therapy fulfils these requirements best; they 
reach this conclusion from a study of the outcome of 
261 pregnancies in 259 syphilitic mothers so treated. 
Only 1-5% resulted in definitely syphilitic infants and 
a further 3-4% in possibly syphilitic infants. The 
remaining 95% resulted in infants who, after a minimum 
postnatal follow-up of 16 weeks, were free from clinical, 
serological, and radiological evidence of syphilis. 
Healthy babies were obtained when treatment was 
started in the last 8 weeks of pregnancy, and in some 
instances just before delivery. The total dosage of 
penicillin must be over 2,400,000 units; 4 million 
units (40,000 units 3-hourly for 100 doses) is recom- 
mended. Relapse may occur even when higher dosage 
is used, but the incidence is low and congenital syphilis 
may be prevented by re-treatment. The authors con- 
sider that women who have responded satisfactorily to 
penicillin therapy before pregnancy need not be given 
further treatment during a subsequent pregnancy, 
although they need to be closely observed clinically and 
serologically throughout the antenatal period to detect 
evidence of relapse at the earliest stage. 

[The implications arising from the results obtained in 
this detailed study are of great importance and the full 
report should be consulted. Hitherto accepted rules 
governing the treatment of the syphilitic mother and the 
prevention of prenatal syphilis may require modification 
should the initial results of this study be confirmed by 
more prolonged observation of a still larger series of 
cases.] S. M. Laird 


998. Considerations with Respect to the Application in 
Private Practice of Penicillin Therapy for Early Syphilis 
O. G. Hazet. Journal of Venereal Disease Information 
[J. vener. Dis. Inform.] 28, 103-107, June, 1947. 8 refs. 


The intensive methods used in the treatment of early 
syphilis during recent years have involved admission of 
the patient to hospital, the schedules with aqueous 
solutions of penicillin being no exception to this rule. 
The encouraging reports of the hospital trial of a mixture 
of penicillin in beeswax and peanut oil led the author to 
adopt the following scheme of out-patient treatment for 
early syphilis in his private practice. Ten daily injections 
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of 300,000 units of oily penicillin were given with an 
initial injection of ‘‘ mapharsen ”’ (0-04 g. for women and 
0-06 g. for men); a similar dose of mapharsen was given 
every other day for five doses and thereafter once weekly 


for a total of 20 injections, and treatment was completed 


by 5 weekly injections of bismuth subtartrate. The 
results obtained at follow-up examination some 6 months 
after completion of treatment were considered satis- 
factory. All 5 serum-negative primary and 7 serum- 
positive primary cases were negative serologically (blood 
and spinal fluid) and clinically, and 12 of the 14 
secondary cases and 2 of the 10 cases of early latent 
syphilis were negative. One case of secondary syphilis 
was re-treated for serological relapse within the 6-month 
period of observation. The need for careful observation 
to detect clinical and serological relapse is stressed, and 
the possibility of achieving equally good results by using 
larger doses of penicillin without arsenic and bismuth is 
indicated. S. M. Laird 


999. The Treatment of Syphilis of the Central Nervous 
System with Penicillin 

A. HEYMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 213, 661-670, June, 1947. 7 refs. 


The clinical results and the changes in spinal-fluid 
tests in 141 patients (51 white and 90 negro) with various 
types of neurosyphilis are assessed after treatment with 
penicillin and observation subsequently for from 6 to 
19 months. The results are analysed in relation to 
penicillin dosage, the duration and severity of neuro- 
syphilis, and the degree and type of spinal-fluid 
abnormalities. The series contains 4 cases of acute 
meningitis; 19 early (2 to 3 years), 74 late, and 5 con- 
genital cases of asymptomatic neurosyphilis; 26 cases of 
meningovascular syphilis; 4 cases of tabes dorsalis; 
7 of general paresis; and 2 of optic-nerve atrophy. 

The effect of penicillin treatment on the spinal fluid 
is reported in some detail. The occurrence of pleo- 
cytosis within 6 to 12 months in 4 of 10 patients treated 
with 1-2 million units shows this dosage to be inadequate. 
Of 63 patients who received from 2 to 3 million units, 
7 relapsed with spinal-fluid changes (4 in 6 months, 1 
at 9 months, and 1 at 12 months). To the most recent 
group, of 63 patients, 4 million units were given; the 
surveillance period has been of 6 to 8 months’ duration 
only, but 2 relapses have already been recorded. The 
author considers a dosage of less than 4 million units 
to be unsatisfactory. 

The duration of syphilis bears a close relation to the 
results of penicillin therapy. In one-half of the patients 
with early neurosyphilis (less than 5 years’ duration)— 
usually cases of asymptomatic neuro-recurrence or menin- 
gitis—the spinal fluid became normal. Among the 118 
who had late neurosyphilis the spinal fluid became normal 
in 6 only. There did not appear to be any correlation 
between persistent spinal-fluid abnormalities and previous 
arsenical or bismuth treatment. 

The significance of a persistent elevation of the protein 
in the spinal fluid after penicillin therapy in 12 patients 
is discussed. All patients had neurosyphilis of long 
duration, and one-half of them had meningo-vascular 


neurosyphilis, tabes, or paresis. The author notes that 
the high protein level in cases of meningitis and early 
neurosyphilis falls rapidly after penicillin or arsenical 
therapy. In this series none of the patients with meningo- 
vascular neurosyphilis, paresis, tabes, or optic-nerve 
atrophy had a normal spinal fluid after treatment. This 
finding is in accordance with those of other workers. 
After fever therapy for neurosyphilis a high protein 
content has been reported to persist for as long as 4 years. 

It is suggested that the persistently high protein level 
in the spinal fluid in the cases of parenchymatous syphilis 
may represent a severe degree of destruction in the central 
nervous system and does not necessarily indicate that 
penicillin therapy has been ineffective. On the other 
hand, an increase in the number of cells in the fluid is 
regarded as the most accurate index of failure. 

V. E. Lloyd 


1000. An Investigation into the Possible Effects of 
Intramuscular Injections of Bismuth on the Penicillin 
Content of the Blood Serum when Given Concurrently 
with Penicillin in the Treatment of Early Syphilis 

J. W. Eames and G. T. L. AncHer. Journal of the Royal 
Army Medical Corps [J. R. Army med. Cps] 89, 57-65, 
Aug., 1947. 4 figs., 6 refs. 


The potency of penicillin in solution may be affected 
adversely by various agents, including heavy metals. 
Although penicillin has been extensively used in the 
treatment of syphilis in conjunction with arsenical and 
bismuth remedies, there appears to have been no attempt, 
until that which forms the basis of this article, to ascertain 
the effect, if any, of concurrent bismuth therapy on the 
in vivo potency of penicillin. 

The authors have taken the opportunity of making 
appropriate investigations of the blood level of penicillin 
in 25 cases of syphilis treated with three injections of 
neoarsphenamine and three of a bismuth compound (a 
20% suspension of bismuth metal in isotonic glucose 
solution) during the 10-day schedule of penicillin treat- 
ment. Samples of blood were taken from each patient 
on the first day and on the third, seventh, and tenth days 
of the combined treatment. A control group of 25 
cases receiving the same dose of penicillin but without 
the addition of an arsenical or of bismuth were similarly 
investigated. The clinical results, as judged by the heal- 
ing of the lesions, were substantially the same in the two 
groups. 

The authors consider, after due allowance for individual 
variations, that the results of serum penicillin estimations 
in patients who received bismuth and penicillin did not 
differ from those in patients receiving penicillin alone, 
and that the presence of bismuth does not appreciably 
inactivate the penicillin in the blood serum. 

V. E. Lloyd 


1001. The Eligibility of Syphilitic Persons for Life 
Insurance 

J. E. Moore and I. L. SCHAMBERG. Journal of the 
American Medical Association [J. Amer. med. Ass.] 134, 
1532-1535, Aug. 30, 1947. 7 refs. 
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1002. Histopathological Study of Renal Lesions in a 
Case of Multiple Myeloma. (Etudes histo-pathologiques 
des lésions rénales dans un cas de myélome multiple) 
S. pe Szze, —. GAUTHIER-VILLARS, and J. DE BrRux. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris (Bull. Soc. méd. Hép. Paris| 63, 726-733, July 11, 
1947. 3 figs., 38 refs. 


This paper claims to be the first French contribution 
to the problem of kidney changes in the course of 
myelomatosis. The effect of Bence-Jones albumose 
on the renal tubules, where it may form solid cylinders, 
resembles that of a foreign body: macrophagic giant 
cells with vacuolized nuclei appear. The complete 
blocking of the lumen of a large number of tubules 
explains the interference with the normal function of the 
kidney, amounting sometimes to anuria. There is no 
evidence of a specific toxic action on the renal tissues. 

[All reports quoted by the authors, with the exception 
of two, were published before 1934.] L. H. Worth 


1003. Concentrated Human Plasma Albumin in Treat- 
ment of Nephrotic Edema. A Report of Four Cases 

O. RotH. Connecticut State Medical Journal (Conn. 
med. J.] 11, 514-519, July, 1947. 3 figs., 6 refs. 


In 4 patients with marked hypoproteinaemia accom- 
panying the nephrotic stage of chronic glomerulone- 
phritis or pure nephrosis the effects of repeated slow 
infusions of concentrated plasma albumin (25 g. of 
albumin in 100 ml. of a neutral buffer solution, osmoti- 
cally equivalent to 500 ml. of plasma) on plasma-protein 
level, diuresis, oedema, and body weight were compared 
with the results of oral administration of enzymatically 
hydrolysed casein (60 g.) and urea (60 g.) combined with 
a low-salt but high-protein and high-carbohydrate diet. 
In all 4 cases plasma-albumin administration resulted in 
increased diuresis and decrease of oedema. It failed to 
restore a permanently normal plasma-albumin level. 
The casein hydrolysate alone, given orally, resulted in no 
significant change in diuresis or plasma-albumin level. 
The albumin concentrate is rather expensive and, since 
an increase in diuresis occasionally does occur spon- 
taneously, its value appears somewhat limited. 

L. H. Worth 


1004. Extrarenal Azotemia and Tubular Disease 

E. T. Bett and R. C. KNutson. Journal of the American 
Medical Association [J. Amer. med. Ass.] 134, 441-446, 
May 31, 1947. 2 figs., 26 refs. 


In 83 cases coming to necropsy, terminal blood urea 
nitrogen figures exceeded 50 mg. per 100 ml.; the cases 
are tabulated under four headings: (1) Azotaemia from 


dehydration due to decreased fluid intake (6 cases) or 
increased loss (9 cases). Kidney weights, with one 
exception, were normal and the tubules free from 
change, only one showing hydropic change. (2) Azot- 
aemia from low blood pressure (20 cases). A mild 
hydropic degeneration alone was noted in 6 cases, (3) 
Post-operative azotaemia (10 cases), including 1 case of 
“reflex anuria’’ with normal tubules. Five cases 
showed hydropic degeneration and 1 necrosis. There 
was no correlation with blood urea level or kidney 
weight. (4) Miscellaneous, including heart failure, 
pneumonia, fevers, neoplasms, and diabetic coma (39 
cases). Renal tubules were normal in 29 of these cases, 
hydropic in the rest. There was no correlation with 
blood urea level or kidney weight. In most cases of this 
series the specific gravity of the urine was low, but it was 
thought that this indicated a functional rather than an 
organic impairment of the tubule; reference is made to 
azotaemia associated with haematemesis, crush syndrome, 
and subarachnoid haemorrhage, cases of which were not 
available. The conclusion is drawn that terminal 
azotaemia cannot be explained as entirely due to dehydra- 
tion and low blood pressure: increased tissue meta- 


bolism and perhaps toxins may also be partly responsible.’ 


[It would be of interest to know how many cases 
showed no such terminal rise in blood urea level, 
especially if they could be grouped as above.] 

E. G. L. Bywaters 


1005. Renal Deficiency Associated with Shock 

V.H. Moon. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 425-429, May 31, 1947. 
3 figs., 22 refs. 


The development of oliguria and renal deficiency may 
accompany shock due to such conditions as trauma, 
crush syndrome, surgical operation, freezing, vascular 
occlusion, intestinal obstruction, toxic jaundice, hepato- 
renal syndrome, coronary occlusion, radiation sickness, 
heat-stroke, biliary peritonitis, visceral perforation; 
poisoning, peptone anaphylaxis, Addison’s disease, 
diabetic coma, severe infections, mismatched transfusions, 
acute pancreatitis, and cerebral abscess or haemorrhage. 
The pathological changes in the above conditions have 
been confirmed by the author. They all conform to a 
regular pattern, with normal-sized or swollen oedematous 
kidneys, sometimes pale and sometimes congested. 
Microscopically, hyperaemia and acute degeneration of 
upper or lower tubular epithelium are seen, with casts, 
hyaline droplets, and debris plugging the lower parts of 
the nephron. 

Seven cases are recorded illustrating renal damage due 
to traumatic shock, surgical operation, burns, tularaemia, 
therapeutic hyperthermia, heat-stroke, and circulatory 
failure at a high altitude. ‘* The morphologic changes in 
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the kidneys are of the same pattern, regardless of the 
causative condition.” While toxins of exogenous, 
bacterial, or metabolic origin may be responsible in some 
cases, in others it is concluded that “ neural influences or 
anoxia play an important role”’; there may be several 
causes. When recovery occurs, the author asserts that 
“there are no residual alterations, either morphologic 
or functional, in the kidneys”’. He discards decreased 
filtration and mechanical blockage as explanations, and 
leans towards the theory of reduction of selective absorp- 
tion with diffusion back due to tubular damage, proposing 
the adoption of the term “ acute tubular disease ’’ to 
describe this condition. 

{* Shock *’ appears to be an unhelpful, because inde- 
finable, link between these cases of tubular dysfunction.] 

E. G. L. Bywaters 


1006. Crush Syndrome: Post-traumatic Anuria. Ob- 
servations on Genesis and Treatment 

A. C. Corcoran and I. H. Pace. Journal of the 
American Medical Association [J. Amer. med. Ass.] 134, 
436-441, May 31, 1947. 3 figs., 37 refs. 


A brief description of crush syndrome is followed by a 
consideration of various current theories of the mechan- 
ism by which renal damage is produced in this and other 
haemoglobinuric and shock-like states; the basis of this 


_ discussion is experimental animal work, especially that 


previously reported in five papers by these authors. 
{Corcoran et al: Texas Rep. Biol. Med., 1945, 3, 528; 


’ J. exper. Med., 1943, 78, 205; Ann. Surg., 1943, 118, 871; 


Arch. Surg., Chicago, 1945, 51, 93; Page: Amer. J. 
Physiol., 1943, 139, 386.] The only new data briefly 
mentioned are the results of injecting stored or deterior- 
ated citrated blood into normal rats, rats with acid urine, 


and rats with one crushed limb. While transfusion of ~ 


adequately refrigerated blood caused no harm or even 
improved the crushed animals, sterile blood stored at 
room temperature for a week produced renal injury in 
crushed rats, but not in normal ones [no details given]. 

In the light of their own experiments and of data from 
the literature, the authors conclude that renal failure in 
crush syndrome is due to the coincidence of renal 
vasoconstrictive ischaemia with myoglobinuria: oliguria 
and acid urine are necessary for precipitation of pigment 
and blockage. In addition, the cytotoxic action of 
haematin may be involved. Renal vasoconstriction is 
thought to depend on the presence of a humoral agent, 
but whether this is formed locally or in the kidneys is not 
known. In other conditions where pigment is not released, 
ischaemia together with a hypothetical toxic agent may be 
involved; renal ischaemia alone produces proximal 
tubular necrosis, and therefore some other factor or a 
redistribution of renal flow must be postulated to lead to 
the distal tubular damage seen in these cases. 

Treatment is to be directed towards prevention of renal 
ischaemia, oliguria, and acidosis: the measures recom- 
mended, on the basis of animal protection experiments, 
are pressure bandaging, transfusion, and the establish- 
ment of a rapid urinary flow by diuretics. _Alkalinization 
is advisable, but may be dangerous. 

[These conclusions are based on numerous animal 


experiments, for a critical evaluation of which the five 
original papers must be consulted. While caution is 
necessary in applying these findings to human disease, 
the treatment recommended is similar to that used in 
clinical practice. The relative importance of the various 
mechanisms involved in man is controversial and 
probably varies from condition to condition: it is unwise 
to assume that all post-traumatic anuria arises in a 
similar manner.] E. G. L. Bywaters 


1007. The Renal Arteriolar Changes in the Anuric Crush 
Sydrome 

N. GOORMAGHTIGH. American Journal of Pathology 
[Amer. J. Path.] 23, 513-529, July, 1947. 7 figs., 23 refs. 


The kidneys from 4 patients who died of oliguria 4 
to 9 days after crushing injury and from 2 cases of trau- 
matic uraemia following war wounds were fixed in 
formol and examined. Detailed analysis of glomerular 
blood vessels and juxtaglomerular apparatus showed 
numerous granules and occasionally vacuolation in the 
afibrillar cells in the media of the pre-glomerular arterioles, 
together with patches of subendothelial finely vacuolated 
transudate, the latter being a sign of incipient arterio- 
losclerosis. The author has found such cells in man only 
in conditions of hypertension, anuria, or liver damage. 
These lesions are identical with those of eclamptic anuria 
and acute glomerulonephritis; in the latter condition 
Dexter and Haines found that the amount of renin in 
the blood was significantly increased. By an involved 
argument these changes, in conjunction with published 
clinical findings and animal experiments, are taken to 
indicate that renal dysfunction is the result of vaso- 
constriction, followed by paralytic vasodilation, involving 
first the post-glomerular arterioles and later the glomeru- 
lar tufts. The hypertension seen in crush syndrome with 
renal failure is thought to be due to “ increased vaso- 
pressive endocrine function of the pre-glomerular 
arteriolar wall following the deterioration of the circula- 
tion” locally. The paper is illustrated by seven of the 
author’s excellent drawings. 

[It is impossible to summarize shortly the speculations 
which form a large part of the discussion.] 

E. G. L. Bywaters 


1008. Polycystic Disease of the Kidney. A Review 
P. P. Lampert. Archives of Pathology [Arch. Path.] 44, 
34-58, July, 1947. 10 figs., 42 refs. 


This is a review of work by the author and by earlier 
workers on polycystic disease of the kidney. It has been 
proved by serial sections that the cysts in neonatal cases 
do not communicate with the pelvis; these patients 
survive for only a short time. Although the adult type is 
clinically so. different (in that the patient often lives to 
middle age), it has generally been assumed that the 
cysts were also closed in this type. Cysts in adult cases 
had not been studied in serial sections because of their 
size, but this has now been done in 5 adult cases with 
unexpected results. 

Cysts are classified as: (1) Glomerular cysts: these 
have a normal glomerular tuft and granular content. 
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They never communicate with the pelvis in either adult 
or neonatal cases. (2) Tubular cysts: these have a 
colloid content. They communicate with the convoluted 
tubules or loops of Henle, and in adult cases the nephrons 
thus affected generally communicate with the pelvis. 
(3) Excretory cysts, connected with the collecting 
tubules. All the above may be simple or complex. 
(4) Cysts of the calices. 

The author produces evidence that the nephrons 
connected with tubular and excretory cysts function 
normally, thus accounting for survival of these cases into 
middle age. Inulin injected into the peritoneum can be 
detected in the cysts, and they excrete urea, glucose, and 
creatinine in a normal way. The epithelium of the first 
convoluted tubule is also shown to be phagocytic. The 
author discredits previous theories of the genesis of the 
disease, and it is clear that non-union of ureteric tubules 
and nephrons will not account for the formation of 
cysts which communicate with open tubules. 

D. M. Pryce 


1009. Studies of the Nephrotoxic Action of dl- Serine in 
the Rat. III. The Influence of Experimental Hydrone- 
phrosis 

M. WaACHSTEIN. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 32, 1130-1135, Sept., 1947. 
3 figs., 29 refs. 


In adult male rats the ureter of one kidney was ligated, 
and in intervals of 1 to 136 hours following the obstruc- 
tion of the ureter d/-serine was injected. The necrotizing 
nephrosis induced by d/-serine is appreciably reduced in 
kidneys in which the ureter has been ligated for 3 to 7 
hours. It is almost entirely suppressed if the injurious 
amino acid is given 8 or more hours after the ligation of 
of the ureter. It is assumed that early disturbance of 
tubular re-absorption does not permit the concentration 
of dl-serine in the sensitive cells of the proximal con- 
voluted tubules to become sufficiently great to exert its 
destructive action.—[Author’s summary.] 


1010. Nephrogenic Diabetes Insipidus: Transmitted by 
Females and Appearing during Infancy in Males 

R. H. Wituiams and C. Henry Annals of Internal 
Medicine {Ann. intern. Med.| 27, 84-95, July, 1947. 
1 fig., 12 refs. 


Diabetes insipidus was observed in 7 members of one 
family in five generations. All were males and trans- 
mission was by females. The onset was soon after birth. 
One case was examined in full, and hospital records of 2 
others were obtained. 

The patient examined at 35 years of age had begun to 
suffer from polyuria when 1 month old. Subsequent 
growth was only mildly impaired. No albuminuria was 
detected. The daily volume of urine was 8 to 24 litres 
(average, 10 litres). Withholding water for 7 hours led 
to circulatory collapse on two occasions. There were no 
other symptoms save mild headaches. The skin was 
very unusual, being dry, scaly, and parchment-like. 
Systolic blood pressure varied from 130 to 175 mm. 


Hg, and diastolic from 80 to 125mm. General clinica} 
examination revealed no abnormality in heart, lungs, 
abdomen, nervous system, gonads, thyroid, or pubic 
hair. Blood chemistry was normal, and the basal 
metabolic rate +26%. A blood-sugar curve suggested 
a mild diabetes mellitus, but there was no glycosuria. 
Slight insulin resistance was also revealed. Excretion 
of 17-ketosteroids was normal. Neither desoxycortico- 
sterone acetate nor adrenal cortical extract had an effect 
on the polyuria, and 1 ml. of pitressin tannate in oil did 
not influence the polyuria but caused a rigor and fever. 
A violent local reaction followed intradermal injection 
of pitressin. Desensitization to pitressin did not remove 
the resistance to its antidiuretic action. Experiments on 
rats did not give evidence of any unduly rapid destruction 
of pituitrin in the body. Renal function tests showed 
poor phenolsulphonphthalein excretion, urea clearance 
being 39 to 47% of normal. Mannitol clearance tests 
showed an almost normal glomerular filtration rate. 
Glucose resorption was normal but tubular excretion 
of “* diodrast ’’ was reduced. Of the 7 sufferers 4 were 
known to have impaired renal function, and blood 
pressure was raised in the 3 subjects in whom it was 
measured. A congenital defect in the loop of Henle 
and distal convoluted tubule is postulated. C. L. Cope 


1011. A Fatal Case of Acute Porphyria with Unusual 
Features 

A. ABRAHAMS, C. J. GAvey, and N. F. MACLAGAN, 
British Medical Journal [Brit. med. J.] 2, 327-329, Aug. 
30, 1947. 1 fig., 7 refs. 


The case is reported of a woman, aged 34, who died 
at the end of an illness lasting 6 weeks. The main symp- 
toms were fever, limb pain, weakness, abdominal pain, 
constipation, mental confusion, and epileptiform attacks. 
A urinary infection was present and there were two 
episodes suggestive of adrenal involvement. These 
episodes were characterized by hypotension, tachycardia, 
and collapse, with low serum sodium and chloride values; 
there was no response, however, to large doses of 
**eucortone ’’ (adrenal cortical extract) and of sodium 
chloride. Death was preceded by a high blood urea, 
progressive polyneuritis, and respiratory failure. 

The urine contained from 4-7 to 12 mg. of copro- 
porphyrin a day (mainly coproporphyrin III). The 
stools contained an excess of coproporphyrin III and an 
unidentified coproporphyrin. The condition, therefore, 
was intermediate between the drug porphyrinurias on 
the one hand and acute idiopathic porphyria on the other, 
having certain features in common with both groups. 
Kaolin was given in half-ounce (15 g.) doses 3-hourly 
for 12 days in an attempt to immobilize the porphyrin in 
the bowel. During this period there was some clinical 
improvement with a slight fall in urinary porphyrin 
excretion. The following drugs should be avoided in 
this condition: sulphonal, trional (methylsulphonal), 
sulphonamides, barbiturates, arsenicals, alcohol, phos- 
phorus, selenium, and lead. Both “ sulphamezathine” 
and “ nembutal”’ were given in this case, ‘but it is 
uncertain whether their administration had any deleterious 
effect. Geoffrey McComas 
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Locomotor Disorders 


1012. Value of the Location of Valleix’s Points in the 
Topographical Diagnosis of Sciaticas due to Disk Lesions. 

(Intérét de la recherche des “* points de Valleix”’ pour le 

diagnostic topographique des sciatiques d’origine 

discale) 

S. pE SEzE, J. CHEVROLLE, and A. Denis. Revue du 
Rhumatisme [Rev. Rhum.] 14, 123-125, April, 1947. 


Disk lesions may be located from clinical signs only, 
without the help of “ lipiodol”’. The condition of the 
ankle-jerk, the site of the spontaneous pain, the presence 
of hypoaesthesia, and the radiation of the pain produced 
by pressure on the vertebrae have considerable value in 
location. The pain provoked by pressure on the space 
L4-L5 or L5-S1, either between or lateral to the verte- 
brae, corresponds to a lesion of the corresponding 
intervening disk. 

Pressure over Valleix’s points also gives useful informa- 
tion. When the fifth lumbar root is involved the usual 
painful points are in the outer part of the buttock, outer 
parts of the back of the thigh, popliteal space, and back 
of the leg (less commonly the lateral aspect of the leg, or 
even over the peroneal muscles), and over the external 
malleolus or the pre-malleolar groove. When the first 
sacral root is involved the points are on the inner part 
of the buttock, and the medial parts of the back of the 
thigh, popliteal space, and leg. Pressure on the tendo 
Achillis often produces pain in the ankle and heel even 
when the spontaneous pain does not descend to this level. 
The value of these observations has been confirmed in 
41 cases; the fifth lumbar root was affected in 16 and 
the first sacral in 25. T. G. Reah 


1013. Preliminary Note on the Use in Rheumatology of 
“ Novocain Combined with Polyvinylpyrrolidone in 
Concentrated Solution. (Note préliminaire sur l'emploi 
en rhumatologie de la novocaine associée a4 la poly- 
vinylpyrolidone en solution concentrée) 

S. pE Size, P. ORDONNEAU, and R. Deuit. Revue du 
Rhumatisme [Rev. Rhum.| 14, 138-139, 1947, 
3 refs. 


In order to retard the rate of absorption of procaine 
(“ novocain’’) it has been combined with polyvinyl- 
pyrrolidone, and the authors have used 5-ml. ampoules 
containing a 2% solution of the former in a 20% solution 
of the latter. There was no reaction in a patient who 
previously had been intolerant of procaine. Its delayed 
effect was shown in a case of bilateral arthritis of the hips; 
the effect of 5 ml. of the combined solution injected into 
the more painful hip lasted longer than that of 20 ml. 
of procaine injected into the less-affected side. Two 
patients with scapulo-humeral periarthritis recovered 
after three injections in a week. There was no reaction 
when 10 ml. was injected into the epidural space, and the 
effect lasted three times as long as after procaine alone; 


with 15 ml. of the combined solution, however, a reac- 
tion followed in2 hours. Good results were also obtained 
from injection of 5 ml. into the stellate ganglion in a case 
of nocturnal, painful acroparaesthesia of the upper 
limb; in a case of generalized scleroderma; and after 
infiltration of C4 and C5 in a case of cervical arthritis. 
The authors suggest that further observations should be 
made in order to confirm their findings. 7. G. Reah 


1014. High Frequency Sound Vibrations in the Medical 
Treatment of Rheumatic Diseases. (Ultrasonérne chvenie 
v lieéebnej praxi reumatickych chor6b) 

J. ZEMAN. Bratislavské Lekdrske Listy [Bratislavské 
lekars. List.] 27, 449-457, June, 1947. 1 fig., 19 refs. 


The author briefly discusses the main principles of the 
high-frequency sound vibration apparatus used in medical 
practice. The wavelength is an important factor 
regulating the quality and intensity of the high-frequency 
sound effect. This, again, depends on the nature and 
cutting of the crystal and also on the frequency, which 
itself depends on the connected oscillation cycle. No less 
important are the adjustment, and the intensity of the 
vibrations measured in watts. 

Among the biological effects of high-frequency sound 
vibrations discussed are the mechanical twitching effect, 
cavitation, micromassage, and the thermal effect. The 
latter arises partly from the apparatus and partly in the 
body, depending on the resistance of the tissue concerned 
to the penetration of the vibrations. The liberated gases 
in the tissue are carbon dioxide and oxygen, but the 
amounts produced are insignificant. More importance 
is attributed to the liberation of the cell contents into the 
intercellular tissue spaces, where they act like a hormone 
with a local effect similar to that of protein shock therapy. 

The author uses an apparatus with a vibration of 
1,750 kHz, wavelength 7 mm., and a performance of 
500 watts. The method used is a point application from 
various surfaces in order to obtain a maximal effect in 
the deeper layers of diseased tissue. Treatment consists 
of a total of 6 to 12 applications, combined with balneo- 
therapy, and also some 20 applications without balneo- 
therapy. Each session lasts 5, 10, 15, or 20 minutes, 
according to the response. 

The author reports the treatment of 70 cases of 
diverse rheumatic conditions. There was improvement 
in 46 and slight improvement in 20 cases, but 4 cases of 
chronic sciatica became worse. The best results were 
obtained in early periarthritic ankylosis and fibrosis, in 
chronic rheumatic swellings, and in osteo-arthritis. 
Acute conditions of joints and nerves were made worse. 
No general reactions were seen. During the treatment 
the patient feels some slight local irritation. Six hours 
later there is a feeling of fatigue at the site of the applica- 
tion. The reaction usually lasts for 6 to 12 hours, and 
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disappears completely in 24 hours. No skin manifesta- 
tions were seen with the adopted dosage. After very 
long applications and with high intensity, however, 
vesicles similar to those seen in pemphigus may appear. 

[This paper indicates that high-frequency sound 
vibration fills a gap in the physiotherapy of rheumatic 
diseases. Its main use is for resistant swellings, early 
ankylosis, periarthritis, and especially osteo-arthritis. 
It remains to be seen, however, whether the improvement 
will last, and what the permanent results will be.] 

D. Gutmann 


1015. Ankylosing (Marie-Striimpell) Spondylitis. (An 
Analysis of 100 Cases) 

W. GRAHAM and M. A. OGryzLo. Canadian Medical 
Association Journal [Canad. med. Ass. J.\ 57, 16-21, 
July, 1947. 9 figs., 16 refs. 


This paper describes the clinical and diagnostic features 
of ankylosing spondylitis. The frequency with which 
this malady occurs is emphasized by the fact that out of 
850 rheumatic patients admitted in 2 years to a Canadian 
Service Arthritic Unit 100 suffered from spondylitis. 
The ratio of spondylitis to rheumatoid arthritis was 1 
in 2:8. An average of 5-7 years elapsed from the time 
of onset of symptoms to recognition of ‘the disease. 
In 27% of the cases there was peripheral joint involve- 
ment, in some cases multiple. It is surprising to note 
that the knees were involved in 22%, whereas the hips 
were involved in only 10% and the shoulders in only 4%. 
In all cases associated with urethral infection the peri- 
pheral joints were affected before those of the spine. 
As the authors point out, the. frequency with which the 
onset of the disease is peripheral emphasizes the need for 
careful spinal examination in all cases of rheumatoid 
arthritis, otherwise latent involvement of the spine may 
easily be overlooked. H. A. Burt 


1016. Osteo-articular Deficiency Diseases. (Maladies 
osteo-articulaires de carence) 

L. JusTIN-BESANGON and A. RUBENS-DuvAL. Revue du 
Rhumatisme [Rev. Rhum.] 14, 197-213, July, 1947. 
1 ref. 


This is a clinical study of deficiency diseases of bone’ 
seen in France during enemy occupation and the role of 
privation in the causation of certain rheumatic diseases. 
Although rationing began in October, 1940, it was not 
until 1942 that grave cases of famine osteomalacia 
began to appear. In 1943 deficiency diseases of bone 
affected all classes of society and all ages, but 
predominantly females. 

The diagnosis of famine osteomalacia in its severe form 
is simple, but recognition of the disease during the 
insidious onset is difficult, resting on a few clinical and 
radiological data. The therapeutic test is often the best 
criterion, for, while the disease shows no tendency to 
remission so long as privation lasts, it responds within 
some 3 weeks to calcium, phosphorus, and vitamin 
treatment. The presenting symptom is pain, deep, dull, 
and at first aching, in the interscapular or lumbar regions, 
pelvis, or lower limbs; later it is more violent and paro- 
xysmal. This is associated with increasing muscular 


DISORDERS 


wasting and weakness, and some joint stiffness from 
muscular spasm. Radiological diagnosis, simple in the 
late stages when there are excessive bone transparency 
and thinning of the corticalis, must at the beginning often 
rest on a disappearance of the fine trabeculae of the 
spongiosa, which has a blurred or washed-out appearance, 
Laboratory tests which can be carried out with the simpler 
facilities for investigation are not very helpful. Calcium 
and phosphorus levels in the blood may be within normal 
limits; there is a raised erythrocyte sedimentation rate; 
a slight elevation of plasma phosphatase offers suggestive 
evidence. Although the whole skeleton is affected, 
decalcification is often most marked in the spine or pelvis. 
Two groups are described: (1) Generalized, with severe 
pain, cachexia, and muscular weakness. (2) Localized, 
most commonly the spine is affected, a condition 
often manifested by severe interscapular pain. Kypho- 
scoliosis may develop, and in severe cases collapse of 
vertebral bodies may occur. These cases were much 
more common in women than in men. Another form 
affects mainly the pelvis, and tends to be associated with 
pseudo-fractures (Milkman’s syndrome). 

Rations in France in 1941 provided only 10 and 25% of 
the normal daily requirements of phosphorus and calcium 
respectively; the diet was also deficient in vitamin D, 
estimated at 10 i.u. daily, whereas the daily need may 
be regarded as from 200 to 1,000 iu. Even now pro- 
phylactic measures in France would appear to be needed; 
it is suggested that milk consumption should be doubled, 
and a calcium bread like the English national loaf adopted. 

Scapulo-humeral periarthritis became much more 
frequent during the occupation. The incidence of 
rhizomelic spondylitis also increased, being estimated 
to be in 1942 almost double that of pre-war years. The 
association of vitamin deficiency in these and other 
rheumatic disorders is discussed but no clear evidence 
of causal relation is established. Kenneth Stone 


1017. Changes in the Intervertebral Disk and Articula- 
tions in Brucellosis. (Las alteraciones del disco y de las 
articulaciones intervertebrales en la brucelosis) 

T. DE VILLAFANE LAsTRA. Revista Médica de Cordoba 
[Rev. méd. Cordoba] 35, 319-344, June, 1947. 22 figs., 
13 refs. 


The author describes 7 cases of brucellosis in all of 
which there was a more or less serious affection of the 
vertebral column. In the radiological pictures the lesions 
of the intervertebral disk, with or without a hernia of the 
nucleus pulposus, and the spondylitic changes in the 
lumbar vertebra, which sometimes led to a complete 
destruction of the vertebral body, were visible. In some 
patients the hernia of the intervertebral disk produced 
a compression of the spinal cord, with the clinical 
features of local or root symptoms or a meningo-myelitis. 
Other cases showed changes in the intervertebral articula- 
tions and the spinous process causing an osteo-arthritis. 

[The importance of the paper lies in the fact that the 
author was able to show the aetiological connexion 
between brucellosis and pathological changes in the 
vertebral column, which even the most recent British 
textbooks fail to mention.] Franz Heimann 
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1018. Chronic Lymphocytic Choriomeningitis 

A. B. BAKER. Journal of Neuropathology and Experi- 
mental Neurology [J. Neuropath. exp. Neurol.) 6, 253-— 
264, July, 1947. 8 figs., 15 refs. 


The progress and necropsy reports are given of a case 
first published by the author and Skoglund in 1939 
(Arch. Neurol. Psychiat., Chicago, 42, 507.) A man of 49 
was admitted to hospital in 1937, febrile, with frontal 
headache and stiffness of the neck. No neurological 
lesions were found. The cerebrospinal fluid (C.S.F.) on 
various occasions showed from 44 to 1,500 cells per 
c.mm., mainly mononuclears. Many bacteriological and 
other tests were made, but all were negative except for a 
strong antibody response to the virus of lymphocytic 
choriomeningitis. He suffered from increasing weak- 
ness, vertigo, and ataxia with impairment of memory. 
In 1942 the pupils were irregular, left reflexes absent, 
and lower limbs incoordinated. The C.S.F. had 
16 cells per c.mm. and the blood showed a greater 
concentration of antibodies. In 1946 he was again 
in hospital with increasing weakness, headache, ataxia 
and memory loss. There was a rapid deterioration, 
especially in the intellectual sphere. He was inco- 
ordinated and uncooperative. The C.S.F. had 113 
cells per c.mm., 71 mononuclears. He died of pneu- 
monia. 

Necropsy showed significant findings in the brain only. 
The cranial leptomeninges were thickened but not the 
cord meninges. The brain on section had tiny cystic 
areas disseminated through the white matter; the lateral 
ventricles were moderately enlarged. Sections of the 
meninges showed alteration in the inner membrane, the 
subarachnoid space being obliterated by fibrous tissue, 
sometimes collagenous, sometimes reticular with cell 
inclusions. The large vessels had irregular ‘cuffs of 
lymphocytes, and some of the smaller vessels were 
hyalinized. The cerebral cortex showed marked sub- 
arachnoid gliosis. Some nerve cells were shrunken and 
pyknotic, with no tendency to localization of the lesions. 
The white matter showed extensive diffuse and focal 
demyelination, especially round the vessels, and the 
perivascular spaces were sometimes empty and sometimes 
filled with a fine glial network. In the frontal region 
there were more acute changes of focal and perivascular 
inflammation and necrosis, the perivascular tissue being 
filled with inflammatory cells, mainly lymphocytes and 
scavenger cells. In the brain stem there were few 
changes. In the cerebellum many of the Purkinje cells 
were damaged or had disappeared. In the cord there 
was a fibrous obliteration of the subarachnoid space, 
particularly round the spinal rootlets. Many of these 
were severely damaged, especially anteriorly. The cord 
itself was undamaged. 


Lymphocytic choriomeningitis is usually an acute 
self-limited benign disease, but occasionally the virus 
does invade the brain. Several cases, some of them 
unconfirmed, have been reported in the literature. In 
experimental inoculation in animals there have been 
brain changes. No case, however, has been so severe as 
this one, where the condition remained chronic and the 
virus apparently continued active. The perivascular 
distribution of the lesions is most striking and shows 
similarities with the findings in equine encephalitis. 

Gwenvron M. Griffiths 


1019. Wound Infections with Friedlinder Bacillus 
followed by Meningitis 

S. Sotomon. New England Journal of Medicine [New 
Engl. J. Med.\ 237, 149-152, July 31, 1947. 14 refs. 


The author considers that Friedlander’s bacillus may 
be more often present in wound infections than is gener- 
ally realized. He records the histories of 3 patients who 
died from meningitis due to this organism, originating 
in an infected wound. Two of the patients died within 
24 hours of diagnosis, but in the third intensive treat- 
ment with sulphadiazine and penicillin was given for 
2 days without effect. In 1 of the patients the menin- 
gitis actually began while he was receiving sulphadiazine. 
Since Friedlander’s bacillus is a fairly frequent inhabitant 
of the respiratory tract it is thought likely that the 
infection occurred when dressings were changed. 


T. Anderson 


1020. Streptomycin in the Treatment of Certain Gram- 
negative Bacillus Infections of the Central Nervous System 
T. F. Parne, R. Murray, H. W. Harris, and M. FINLAND. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 213, 676-685, June, 1947. 4 figs., 78 refs. 


Meningeal infections due to Gram-negative bacilli are 
relatively infrequent but are associated with a high 
mortality rate. In a very comprehensive report, well 
documented and illustrated with charts containing full 
clinical data, the authors describe 5 such cases, in all of 
which recovery followed streptomycin therapy. 

The causative organisms were Pseudomonas aeruginosa 
(2 cases), Proteus vulgaris (1 case), and Haemophilus 
influenzae (2 cases). At least 19 cases of Ps. aeruginosa 
meningitis have been reported as a result of contamina- 
tion during spinal analgesia or diagnostic lumbar puncture; 
4 cases have been reported following intrathecal penicillin. 
Two of the latter were fatal. In meningeal infections due 
to this organism alone the mortality rate is about 50%. 
The in vitro resistance to streptomycin of Ps. aeruginosa 
is relatively high, although the antibiotic has been shown 
to protect mice inoculated with lethal doses of the 
organism. The failure of some workers to treat pyo- 
cyaneus meningitis successfully with sulphonamides and 
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antibiotics may be explained by the late introduction of 
treatment. 


Case 1.—A 14-year-old epileptic male with pyocyaneal 
meningitis (bacteriologically confirmed) showed no improve- 
ment after 3 days’ treatment with intrathecal and intra- 
muscular penicillin and oral sulphadiazine. On the fourth 
day streptomycin was administered as follows: first dose 
0-05 g. (50,000 units) intrathecally and 1 g. (1,000,000 units) 
intramuscularly; this was followed by 1 g. intramuscularly 
6-hourly for 7 days. On the second day the boy received 
two intrathecal injections of streptomycin, 0-05 g. each; on 
the third day and thereafter 1 daily intrathecal injection 
of 0-5 g. for 7 days. Because of crystalluria sulphadiazine 
was discontinued on the ninth day. Spinal-fluid cultures 
were all negative for Ps. aeruginosa from the fifth day on- 
wards. A total of 28 g. of streptomycin intramuscularly 
and 0-45 g. intrathecally resulted in a complete cure. 

Case 2.—In this case pyocyaneal meningitis complicated 
débridement of an ulcerated congenital cervical menin- 

ocele in an 11-day-old infant. Streptomycin treatment 

gan with a dosage of 0-05 g. 6-hourly intramuscularly and 

| intraventricular dose of 0-025 to 0-05 g. daily in alternate 
lateral ventricles. The infant received a total of 6°5 g. 
intramuscularly and 0-55 g. intraventricularly. Ventricular 
cultures were negative on the twenty-eighth day of treatment, 


. when, however, right facial paralysis appeared and persisted. 


Proteus meningitis usually occurs by direct extension 
from an adjacent otitis media or mastoiditis, but not, 
so far as is known, from spinal puncture. Except when 
applied topically in high concentrations, penicillin is 
probably ineffective against Proteus vulgaris. It appears, 
however, that this organism is streptomycin-sensitive. 


Case 3.—A 4-month-old infant developed meningitis after 
operation on a congenital meningocele from which Proteus 
morgani was cultured. After 6 days’ treatment with intra- 
muscular penicillin and 2 days of oral sulphadiazine there was 
clinical improvement but culture was still positive. Strepto- 
mycin alone was then given, 0-05 g. being injected directly 
into the meningocele sac once daily for 7 days and 0:1 g. 
being given intramuscularly 6-hourly for 10 days. Menin- 
gocele-fluid cultures became negative but the temperature 
rose and sulphadiazine was again given; streptomycin was 
discontinued on the seventh day of this therapy; clinical 
improvement and normal temperature were noted 4 days 
later. It appears that the streptomycin was mainly 
responsible for the final cure. 


H. influenzae meningitis is primarily a disease of early 
childhood. The efficacy of penicillin in Haemophilus 
influenza is not proven, but the mortality in this con- 
dition has been reduced from 80-98% to 15-50% by 
combined sulphonamide and type-specific rabbit anti- 
serum therapy. H. influenzae, Type b, has been found 
to be penicillin-sensitive in approximately the same 
degree as Staphylococcus aureus. Several workers have 
shown that streptomycin is effective against the organism, 
and it is probable that the antibiotic alone is more 
efficacious than when administered concurrently with 
sulphadiazine. 


Case 4.—An 8-month-old infant suffering from H. 
influenzae Type b meningitis was given streptomycin alone 
36 hours after onset of symptoms—0-05 g. intrathecally on 
admission, then 0-025 g. daily for 8 days in addition to 
0-2 g. ee 6-hourly for 16 days; culture of 
cerebrospinal fluid (C.S.F.) was negative within 2 days; 
clinical improvement was noted on the fourth day. A 
total of 11-6 g. intramuscularly and 0-225 g. intrathecally 
effected an apparent cure. 


A fifth case is also reported in which the initial bacterio- 
logical findings demonstrated H. influenzae Type b in 
the C.S.F. Ten days’ treatment with sulphadiazine, 
penicillin, and specific rabbit antiserum was ineffective. 
Streptomycin treatment, 4:4 g. intramuscularly and 
0-75 g. intrathecally, effected a cure. The report includes 
the results of assays of the sensitivity of the organisms 
present in 4 of the 5 cases of meningitis. In Cases | 
and 2 Ps. aeruginosa was completely inhibited by 25 
to 50 units streptomycin per ml. and 50 units streptomycin 
per ml. respectively. In Case 3 the organism was 
completely inhibited by 50 units per ml., and the H. 
influenzae from Case 4 by 1-56 units per ml. 


Streptomycin concentration studies revealed wide 


variation. In Case 1 the concentration of the drug in 
the cerebrospinal fluid ranged from 3 to 25 units per ml., 
while the meningocele fluid in Case 3 contained con- 
centrations of from 20 to 160 units per ml. In Case | 
plasma streptomycin concentrations 6 hours after 1 g. 
streptomycin intramuscularly were of the order of 6 to 
13 units per ml. 

The authors seem to have demonstrated that intra- 
thecal and intramuscular streptomycin is the treatment 
of choice for these cases. Arthur A. Bradley 


1021. The Three Types of Glioblastoma 
E. Buscu and E. CHRISTENSEN. Journal of Neurosurgery 
[|J. Neurosurg.] 4, 200-220, May, 1947. 22 figs., 13 refs. 


This article is based on the study of 102 glioblastomata 
occurring in a series of 1,000 cerebral tumours, 409 of 
which were gliomata. The authors were able to dis- 
tinguish three types of glioblastoma, which differed both 
in their macroscopical and microscopical characters and 
in the age of onset and survival times of the patients after 
operation. They call these types ‘ angionecrotic ”, 
multicellular’, and magnocellular’’. The angio- 
necrotic type formed 45% of the series. It is the common 
glioblastoma with a necrotic centre, and is made up of 
very polymorphic cells and has vessels which lie “ in 
smaller or larger conglomerates”; there are pseudo- 
rosettes and often collagenous scars. The multicellular 
type formed 35% of the series. This type appeared to 
be less infiltrative than the angionecrotic variety. The 
corpus callosum was involved in about a quarter, and the 
cortex in half, of the cases. Cysts occurred in a large 
proportion, but necroses and haemorrhages were less 
frequent than in the angionecrotic type. The tumours 
appeared to be more circumscribed at operation. They 
are formed of closely set small cells, many being fusiform, 
and resembling those of a polar spongioblastoma, but 
the cells are more polymorphic than in that type of tumour 
and the vessels show some degree of proliferation of 
intima and adventitia. The magnocellular type formed 
20% of the series. These tumours are still more circum- 
scribed, and only in 1 case involved the corpus callosum 
and in 1 case the dura mater. Cysts occurred in about 
half of the tumours, and microscopical calcifications 
might also occur. The typical cell here is the swollen 
astrocyte, but multinucleated cells are common. Smaller 
spongioblast-like and asteroid cells are also seen. The 
tumour is distinguished from the large-celled astrocytoma 
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by the occurrence of areas of small polymorphic cells 
and occasional vascular changes. 

In the authors’ series 70% of the patients were male and 
30% female. The average age at onset was 49-5 years 
for the angionecrotic, 39-6 years for the multicellular, 
and 36-4 years for the magnocellular type. The history 
before operation was on the average twice as long for the 
latter two types (12-2 and 10-9 months) as for the angio- 
necrotic type (5-5 months). 

The only real aid to a “* type diagnosis ’’ was cerebral 
angiography, which showed arterio-venous anastomoses 
in a large proportion of the angionecrotic cases, but rarely, 
if ever, in the other types. A few recurrences of the two 
less malignant types of tumour were operated on more 
than a year after the first operation, with satisfactory 
results. The post-operative survival periods varied 
greatly between the angionecrotic type (never more than 
18 months) and the other two types (about half surviving 
more than 18 months). A large proportion of patients, 
operated on for the two latter types of growth, were able 
to pursue a “ useful ”’ life for more than a year. 


[The authors’ classification merits further investiga-— 


tion, especially in view of the defeatist attitude adopted 
by most neurosurgeons in Britain towards tumours of 
the glioblastoma group.] J. G. Greenfield 


1022. Multiple Attacks of Meningitis. Report of a 
Case with Autopsy 

A. L. Hoyne and A. ScHULTz. American Journal of the 
Medical Sciences [Amer. J. med. Sci.| 214, 673-676, 
Dec., 1947. 5 refs. 


SPINAL CORD 


1023. Mechanism of Demyelinating Diseases of the 
Central Nervous System. A Therapeutic Approach with 
Anticoagulants 
H. KAMMER and L. J. KaARNosH. Cleveland Clinic 
Quarterly (Cleveland Clin. Quart.] 14, 153-158, July, 
1947. 13 refs. 


The mechanism of the demyelinating diseases of the 
central nervous system is discussed, and the treatment of a 
few cases of multiple sclerosis by anticoagulants described. 
Certain similarities and identities between the pathology 
of experimental cerebral allergy and that of demyelinating 
diseases, such as multiple sclerosis, have been observed. 


_ In both conditions the demyelinating process is chiefly 


perivascular; many haemorrhages occur in the acute 
Stages and very few in the chronic stages; degenera- 
tion and necrosis of blood-vessel walls are common to 
both; thrombus formation is found in the acute stage of 
a demyelinating disease, while all stages of thrombus 
formation are seen in experimental anaphylaxis involving 
any tissue; the perivascular reaction is predominantly 
venous; and necrosis is a frequent feature. Authorities 
differ on the aetiology of the demyelinating process; 
some consider the main factor to be an allergic reaction 
in the brain, and others place the main emphasis on an 
abnormal tendency, either congenital or acquired, to 
clotting in the blood of some individuals, thrombi being 
regularly seen in the acute lesions of multiple sclerosis. 
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Thrombi are also constantly found in cerebral ana- 
phylaxis, and instability of the clotting mechanism may 
be one aspect of allergy. Possibly vessels are compressed 
by perivascular oedema caused by an allergic reaction, 
leading indirectly to the formation of thrombi in 
them. Whatever the cause of the original acute lesion 
in which thrombi are formed, it might be expected that 
relapses would be prevented by the administration of 
anticoagulants. 

Twelve hospital patients—7 women and 5 men—with 
multiple sclerosis were treated with dicoumarol by mouth 
after the prothrombin time had been determined by the 
Quick method. Treatment began with a dose of 300 mg. 
the first day and 150 mg. the second day. Prothrombin 
time was determined on the third day, and succeeding 
doses were governed by the effect of the drug given so 
far. After the first 3 days a maintenance dose of from 
50 to 100 mg. every other day- was found sufficient to 
maintain the prothrombin time at a level of 50% of normal 
[sic]. Until the maintenance dose of dicoumarol became 
established, it was essential in most cases to determine the 
prothrombin time two or three times weekly, but in a 
few cases testing was only necessary once a week after 
stabilization. 

The average age of the patients in the series was 34 
(oldest 55, youngest 23), and the average duration of 
disease 46 months. Six patients gave a personal or 
family history of allergy. The average length of treat- 
ment was 42 days, the shortest being 14 days and the 
longest 150. It was considered necessary to stop treat- 
ment for any one of the following reasons: haemorrhage, 
especially into the kidneys; inability to establish a safe 


, programme for administering dicoumarol during the 


two weeks in hospital; inability to check the patient’s 
prothrombin time regularly after leaving hospital. 
Eight patients are still under treatment, and several more 
have been added since the report was written. Ten 
patients noted subjective improvement, but only 2 
showed objective evidence of improvement. One 
woman who had required daily catheterization before 
beginning treatment was able to pass urine during the 
second week, and has had no difficulty in doing so since. 
In another woman patient a bilateral positive Hoffmann 
sign and sustained ankle clonus became unilateral. 
Myra Mackenzie 


1024. : Effect of “‘ Novocain ”’ on the Tendon Reflexes and 
Muscular Tonus in Man under Normal Conditions and in 
Disseminated Sclerosis. (Azione della novocaina sui 
riflessi tendinei e sul tono muscolare nell’uomo in 
condizioni normali e patologiche (Sclerosi in placche)) 
E. Liescu. Archivio di Fisiologia [Arch. Fisiol.] 46, 147- 
170, July 25, 1947. 40 refs. 


‘“*Novocain” (procaine) was injected into the 
quadriceps femoris on one side in healthy human 
subjects and in those with disseminated sclerosis. The 
doses varied from 8 to 40 ml. of 1% solution. Total 
infiltration of the muscle in normal subjects gave rise to 
abolition of the ipsilateral and exaggeration of the 
contralateral knee-jerks. Partial injection (two heads) 
of small and large doses caused bilateral increase of the 
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knee-jerks. Voluntary movements were not affected and 
muscle tonus was but slightly. diminished. In 
disseminated sclerosis with pronounced extensor rigidity 
the drug injected intramuscularly had no effect on 
hypertonia. This indicates that, unlike the rigidity in 
tetanus and Parkinson’s disease, which is annulled by 
procaine injection, that of disseminated sclerosis is not 
occasioned by proprioceptive impulses from the muscle. 
Hypertonia and knee-jerks were always abolished by small 
doses of procaine injected into the subarachnoid space at 
cauda equina level. Intramuscular injection caused 
increase of knee-jerks on both sides. D. T. Barry 


1025. Loss of Axis-cylinders in Sclerotic Plaques and 
Similar Lesions 

T. J. PUTNAM and L. ALEXANDER. Archives of Neurology 
and Psychiatry {Arch. Neurol. Psychiat. Chicago] 57, 
661-672, June, 1947. 8 figs., 17 refs. 


This paper reopens the question of whether dissemi- 
nated sclerosis is a truly ‘* demyelinating ’’ disease or 
whether the loss of myelin is no more disproportionate 
to the loss of axis cylinders than in other partially 
destructive parenchymatous lesions in the central nervous 
system. To settle the question paraffin sections con- 
taining 31 plaques of disseminated sclerosis were stained 
by Bodian’s silver method for axis cylinders and for 
myelin, and were compared with anoxic lesions of the 
white matter of the brain stained in the same manner. 
All the lesions of disseminated sclerosis showed some 
degree of loss of axis cylinders; in many from the white 
matter of the hemispheres the loss was striking, but in 
two blocks from the brain stem and in sections from the 
spinal cord the loss was not obvious with low-power 
magnification. In the latter, fibre counts from sclerotic 
and normal areas were made and showed an average 
per 0-01 sq. mm. of 567 in the normal area and 445 in 
the sclerotic area. In areas of vascular degeneration 
without softening from 2 cases of cerebral arteriosclerosis 
“the degree of destruction of axis cylinders showed the 
same range of variation as in the sclerotic plaques ’°— 
that is, from great destruction to little or no loss of axons. 

The authors conclude that this study affords support 
for the view that “ the lesions of disseminated sclerosis 
are secondary to a local disturbance of circulation ”’. 

J. G. Greenfield 


DISEASES}]OF UNKNOWN AETIOLOGY 


1026. Electromyographic Interference in the Human 
Electroencephalogram. A Study of the Effect of Mild 
Curarization 

D. D. Mark. American Journal of Physiology [Amer. 
J. Physiol.| 149, 538-548, June, 1947. 5 figs., 14 refs. 


The interpretation of the electroencephalogram is made 
difficult by a variety of natural and man-made factors. 
Among the former, a frequent occurrence is the admixture 
of slower components of muscle potentials produced 
particularly in the frontal leads. Electroencephalograms 
and electromyograms in 38 subjects aged 19 to 39 years, 
including 12 with cranio-cerebral trauma, 7 with 


psychosis, 6 with psychoneurosis, 2 epileptics, 2 with 


_ Sciatic neuritis, and 2 undiagnosed cases, were obtained 


with a four-channel condenser-coupled Grass amplifier 
equipped with an ink-writing oscillograph. Sensitivity 
ranged from 15 mm. per 100 microvolts for the electro- 
encephalogram to 2 mm. per 100 microvolts for the 
electromyogram. Monopolar and bipolar recordings 
were used, with the subjects usually seated. Fifteen 
minutes of activity were recorded on each, including 
3 to 5 minutes of over-ventilation. A further 15 minutes 
of activity was studied with special frontal and temporal 
leads. Muscle activity with a needle electrode or coaxial 
electrode was simultaneously recorded during “ relaxa- 
tion’? or from “ maximal frowns” every 30 to 
seconds. An ordinary record was interrupted by the 
injection of 0-5 to 1 mg. d-tubocurarine per kilo of 
body weight in 60 seconds. Discrete discharges from the 
frontalis muscle were demonstrated on closure of the 
eyes under mild to moderate tension. Apparently more 
tension is placed on the eyelids during closure with the 
jaw open than when the latter isshut. Insome“ relaxed” 
subjects a mild electromyographic activity was constantly 
present over the frontal region. About half of the 
electroencephalograms showed some electromyographic 
interference, and of these 90% exhibited rapid frequency 
potentials of moderate to high amplitude mainly over 
the anterior cerebral leads. Of all the records demon- 
strating chiefly rapid-frequency potentials, two-thirds 
responded to curarization. C. C. N. Vass 


1027. Pedunculat Hallucinoses in Parkinsonism. (Quadri 
allucinosici peduncolari in Parkinsoniani) 

L. PerriA. Rivista di Neurologia [Riv. Neurol. 11, 
81-100, March-April, 1947. 30 refs. 


Six cases of peduncular hallucinosis are described. 
Signs of Parkinsonism were present in all cases, and 3 
had a definite encephalitis. An interesting aspect of 
this rare condition is that it does not interfere with 
ideation or affectivity and the patients are able to lead a 
normal life for a considerable time. Features pointing 
to peduncular hallucinosis are marked sensory impres- 
sions, a dream-like setting, objectivization, spatial pro- 
jection, and awareness of the unreality of the manifesta- 
tions. Visual, tactile, and auditory hallucinations may 
occur. In most cases there is external projection of the 
body image in so far as the patients can actually see 
themselves. Feelings of unreality with regard to parts 
of the body have been noted by other authors. The time 
of onset, type, and duration of the hallucinoses vary 
considerably. Disturbances of sleep are not necessarily 
concomitant, but splitting of dream functions and the 
somatic manifestations of sleep were observed. In 1 case 
a dream continued as a hallucinatory experience after 
waking. 

The author compares the peduncular hallucinoses 
with the hypnogogic and other dream-like hallucinatory 
states more frequently seen in chronic post-encephalitics. 
The conditions are closely related, and it is possible that 
the same neurological lesions are responsible, although 
they probably occur at different levels between the 
midbrain and the cortex. A. Limentani 
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1028. Treatment of Parkinson’s Disease by Diethyl- 
aminoethyl-N-thiodiphenylamine Hydrochloride (2987 
R.P.). First Results. (La traitement de la maladie 
de Parkinson par le chlorhydrate de diéthylaminoéthyl- 
N-thiodiphénylamine (2987 R.P.). Premiers résultats) 
J. SIGWALD, D. Bovet, and G. Dumont. Revue 
Neurologique [Rev. neurol.] 78, 581-584, Nov.—Dec., 
1946. 

The authors describe the effect of a new synthetic drug 
—diethylaminoethyl-N-thiodiphenylamine hydrochloride 
(2987 R.P.)—in cases of post-encephalitic Parkinsonism. 
Pharmacologically this drug is stated to influence both 
sympathetic and parasympathetic elements of the auto- 
nomic nervous system. It acts upon autonomic ganglia 
in a nicotine-like manner and also has a paralytic action 
on the peripheral nerve-endings of the parasympathetic 
system, opposing the action of acetylcholine and aug- 
menting that of adrenaline. It is of low toxicity. 
Patients suffering from Parkinsonism are tolerant of 
unusually large doses. Thirteen cases of Parkinson’s 
disease were treated, and 11 are recorded as having 
greatly benefited. 

A detailed description is given of a man of 45 suffering 
from post-encephalitic Parkinsonism with severe and 


' characteristic symptoms. The muscular rigidity, tremor, 


disorder of gait and speech, and blepharospasm were all 
greatly relieved after an intravenous dose of 0-20 g. 
Similar results were obtained by the oral administration 
of 0-25 to 0-5 g. four times daily. Comparable results 
were obtained in 10 other cases, and 2 cases are recorded 
as not responding favourably. The authors discuss the 
level in the nervous system at which 2987 R.P. acts, and 
incline to the view that it acts upon the uninhibited 
centres responsible for the excessive tone of the muscles. 
J. St. C. Elkington 


1029. Diagnosis of Myasthenia Gravis in Patients with 
Dysphagia 

H. R. Vets. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 987-992, July 19, 1947. 
8 figs., 1 ref. 


Dysphagia and dysarthria were the first symptoms in 
20% of 175 cases of myasthenia gravis seen at the Mas- 
sachusetts General Hospital during the past 11 years. 
The relative frequency of other symptoms as the first 
manifestation of the disease was: ptosis and diplopia, 
43-4%; general muscular weakness, 34:2%; neck weak- 
ness, 2-3%. The disease began at all ages, but in over 
40° of cases the first symptoms appeared between 20 
and 40 years of age. 

The author describes a simple diagnostic method of 
distinguishing the dysphagia of myasthenia gravis when 
it is an isolated symptom and emphasizes that the 
diagnosis is sometimes missed in these circumstances. 
The procedure consists of a fluoroscopic study of the 
swallowing reflex with a moderately thin barium paste, 
before and after the injection of the contents of a diag- 
nostic ampoule containing 1-5 mg. of prostigmin methyl 
sulphate and 0-6 mg. of atropine sulphate. In most 
cases of myasthenia gravis there is a variable amount of 


retention of the barium paste in the pharynx, particularly 
in the pyriform sinuses and valleculae. In the average 
patient this retention should disappear completely after 
the injection of the contents of the diagnostic ampoule. 
No disease except myasthenia shows this complete return 
of the normal function of the swallowing reflex 20 to 30 
minutes after the injection of prostigmin in adequate 
amount. If there is a violent reaction to prostigmin, it is 
almost certain that myasthenia gravis is not the diagnosis. 
Most myasthenic patients are relatively free from 
symptoms of overstimulation of the parasympathetic, 
but when these occur more atropine should be given. If 
the patient has been taking prostigmin it should be 
omitted for 12 hours before the test. 
J. MacD. Holmes 


1030. Treatment of Myasthenia with a Delayed-action 
Prostigmin. (Myasthénie d’Erb-Goldflamm. Intéret 
thérapeutique d’une prostigmine-retard ”’) 

A. GrossiorD and H. Lestrapet. Revue Neurologique 
[Rev. neurol.| 78, 599-601, Nov.—Dec., 1946. 5 refs. 


A typical case of myasthenia gravis is reported in a 
woman of 32 in whom the action of prostigmin was 
prolonged by injecting the drug mixed with 1 ml. of 40% 
polyvinylpyrrolidone. The condition had previously 
been controlled by injections of 0-5 mg. of prostigmin 
before each of the three meals, together with 15 mg. by 
mouth three times daily. By administering the pro- 
stigmin with the retarding agent it was found possible 
to reduce the injections to one a day, although the oral 
dose was still necessary. J. St. C. Elkington 


1031. The Pathological Anatomy in a Case of Leucotomy, 
(Anatomia patoldégica de un caso de leucotomia) 

J. Soté SAGARRA. Medicina Clinica [Med. clin., 
Barcelona] 8, 327-330, May, 1947. 4 figs., 8 refs. 


The author examined the brain of a schizophrenic 
patient, aged 25, who died 1 year after leucotomy. 
This was apparently performed. with the help of a 
*“leucotome”’ described by Moniz. Anatomical in- 
vestigation of the brain showed cystic cavities at the site 
of the operation, without much reaction of the surround- 
ing tissue. No degeneration of intracortical or cortico- 
striatal fibres was found, and no anatomical changes 
were seen which would in any way prove Moniz’s theories 
regarding the effect of leucotomy on the frontal lobes. 
The author is therefore inclined to believe that leucotomy 
produces a local effect on the frontal lobes, provoking a 
functional change, which influences in its turn the 
mentality of the patient. 

[This very short paper gives no exact details, such for 
example, as the extent of the cut carried out by the 
operator; other examinations have revealed rather 
different findings. ] F. K. Kessel 


1032. Pa-Pin (Transient Paralysis) Complicating Asiatic 
Cholera 

K-W. Huanc and Y-C. MAo. American Journal of the 
Medical Sciences [Amer. J. med. Sci.] 214, 153-155, 


_Aug., 1947. 10 refs. 
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1033. Phenylpyruvic Amentia. (A Report of an Institu- 
tion Survey) 

R. L. FRaAzier. American Journal of Mental Deficiency 
{Amer. J. ment. Defic.] 51, 577-586, April, 1947. 6 refs. 


Phenylpyruvic amentia is a rare condition character- 
ized by a severe degree of mental deficiency associated 
with the presence of phenylpyruvic acid in the urine. It 
has been established as a clinical entity and behaves as a 
Mendelian recessive. Metabolic studies demonstrate 
that there is a diminished ability to metabolize the amino- 
acid phenylalanine at the normal rate. The essential 
biochemical nature of this failure is unknown. The 
clinical picture is characteristic: the patients have a fair 
skin, harmonious and symmetrical physical development, 
stereotyped mannerisms, hypertonicity and exaggerated 
reflexes, fine tremor, and stiff short-stepped gait. 

The present paper records 10 cases occurring in 8 
families. The other sibs in the family are of normal 
intelligence, but study of the families reveals a high 
incidence of affective disorder and unstable personality. 
No other member of the families showed phenylpyruvic 
acid in the urine. From a study of the families the 
author agrees that a recessive characteristic is involved, 
and that therefore a proportion of the unaffected members 
will carry the abnormal gene. It has been suggested that 
this heterozygous state may be productive of a psychosis. 
This series gives some support to the suggestion, but a 
larger group is necessary before this can be considered 
proven. N. S. Alcock 


1034. Moral Agenesis. Toward the Delimination of the 
Problem of Psychopathic States 

B. KARPMAN. Psychiatric Quarterly (Psychiat. Quart.] 
21, 361-398, July, 1947. 21 refs. 


Moral agenesis is the term which the author wishes to 
give to the condition often described as psychopathic 
personality. The patients appear normal until a study 
of their social adjustments shows them incapable of any 
consideration for other people or their requirements. 
Physical disease and injury may result in changes in 
moral and social behaviour, as in encephalitis lethargica. 
It may be, therefore, that there is some hitherto unknown 
material pathology which accounts for such changes. 
Moral development, a normal part of psychological 
growth, does not take place in the psychopath. 

The author deprecates the wide use of the term psycho- 
pathic, especially its combination with other forms of 
psychiatric illness. Schizophrenics and neurotics may 
behave antisocially or asocially, but this does not 
identify them with the inherent psychopath. The 
differential diagnosis between the former group and 
cases of moral agenesis is carefully discussed and 
illustrative cases are recorded. The term moral imbecile 
is held to be a misnomer, for the patients which the 


author wishes to delineate are not mentally defective in 
the ordinary sense. Psychotics and neurotics have 
tender consciences—though these may be masked for a 
time by defensive reactions—but the psychopath has no 
conscience. The motivation in the former group is 
complex but in the psychopath simple—immediate 
selfish gratification of his wishes. There is, moreover, 


no sense of responsibility of any sort, and both 


intellectually and emotionally the psychopath is shallow. 

The psychopath should be distinguished from the 
alcoholic, the pervert, and the epileptic, all of whom are 
regarded by the author as variants of the neurotic. The 
characteristics of these people who are not psychopathic 
are discussed at some length, and the author thinks that 
85% of those showing antisocial or asocial behaviour 
belong to one or other of these categories. The remaining 
15% are true cases of moral agenesis. An illustrative 
case is described. The patient’s abnormality is only 


disclosed by his behaviour and there are no physical or , 


inherent mental stigmata. Psychopathic behaviour is 
observable from earliest childhood. These individuals 
are self-centred and selfish, and persuasion, example, or 
punishment have no effect. They are aggressive and 
always seeking their own advantage. They are inveterate 
liars when it Suits them. They seem to have average 
intelligence but are markedly deficient in judgment. 
{Surely capacity for judgment is part of general intelli- 
gence.] Emotionally they are incapable of deep feeling 


‘and show no persistent will-power. They pay no 


attention to moral rules or dictates, and are not subject 
to guilt feeling or conflicts of conscience. Sexuality they 
are direct and often violent and suffer from no repressions 
such as lead to impotence or frigidity in psychoneurotics. 
They are not in the least suggestible. R. G. Gordon 


1035. Psychic Disturbances of Expansive Type during 
Operation in the Neighbourhood of the Third Ventricle. 
(Les troubles psychiques de type expansif au cours des 
interventions sur la région du III¢ ventricule) 

D. H. HecaeN and J. TALAIRACH. Revue Neurologique 
[Rev. neurol.] 78, 541-560, Nov.—Dec., 1946. Biblio- 
graphy. 

The authors first review the literature of the experi- 
mental studies on “sham rage’’ and other emotional 
manifestations in decorticate animals. The general 
conclusion is that these states result from the activity of 
hypothalamic centres. They are compared with similar 
states produced by electrical stimulation of the hypo- 
thalamus in intact animals. Case records are quoted 
of the production of manic states in men by stimulation 
of the oral portion of the hypothalamus during operation 
under local analgesia. Experiences of other authors 
are quoted. Contrary evidence is also examined, and the 
role of the cortex in control of emotion is discussed. 

The authors report 8 operations for removal of 
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tumours in the neighbourhood of the floor of the third 
ventricle which were followed by psychic disturbances 
consisting of hypomania with varying degrees of con- 
fusion. In each case there was, in addition to the trauma 
to the diencephalon, a severe degree of interference with 
one or both frontal lobes. The authors conclude that 
in assessing the results of these experiences full weight 
must be given to the associated damage to the frontal 
lobes and to the presence of mental confusion together 
with the affective disorder. While they consider it 
beyond dispute that the diencephalic centres play an 
important part in the chain of events whereby emotion 
manifests itself in physical results, it is not yet legitimate 
to conclude with Cushing that “‘the diencephalon 
represents the very mainspring of primitive existence ”’. 
J. St. C. Elkington 


1036. The Vasomotor Factor in Hypoglycemia 
J. A. SINDELL. Journal of Nervous and Mental Disease 
[J. nervy. ment. Dis.) 105, 616-618, June, 1947. 7 refs. 


The effect of inhalation of amyl nitrite (5 minims: 
0-33 ml.) or injection of nicotinic acid (100 mg.) was 
investigated in 13 patients undergoing insulin shock 
treatment. Three patients were brought out of coma, 
and in 9 of the others there was evidence of lightening 
of coma. These results favour the view that cerebral 
vasoconstriction is an important factor in production of 
coma with insulin and that these vasodilator drugs may 
help in treating irreversible coma. Elliott Emanuel 


1037. Variable Tolerance for Alcohol 
A.M. MEERLOO. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 105, 590-597, June, 1947. 10 refs. 


The following factors decrease human tolerance for 
alcohol: barbiturates, atropine, head injury, cerebral 
tumour, oxygen lack at high altitudes, hereditary factors, 
and anxiety states. Increased tolerance is found in 
acromegaly. Oxygen administration is recommended in 
treating acute intoxication, particularly in children. 

Elliott Emanuel 


1038. The Effects of Bilateral Stellate Ganglion Block 
on Mental Depression. Report of 3 Cases 

L. J. KARNOSH and W. J. GARDNER. Cleveland Clinic 
Quarterly [Cleveland Clin. Quart.| 14, 133-138, July, 
1947. 8 refs. 


Sympathectomy has been tried in the treatment of 
various cerebral diseases without success, but lately there 
have been favourable reports in the literature on stellate 
ganglion block in cases of cerebral vascular occlusion 
and other neurological disorders. In January, 1946, a 
woman of 38 with complete left hemiplegia of 5 weeks’ 
duration, due to cerebral embolism, suffered excruciating 
pain in the entire paralysed side with extreme dysaesthesia. 
She could not tolerate movement or bear to be touched. 
It was considered that the pain, thought to be of thalamic 
origin, might be due. to associated cerebral vascular 
spasm. In an effort to relieve the presumed spasm the 
right stellate ganglion was injected with ‘‘ novocain” 


(procaine), according to the de Sousa Pereira technique. 
Though Horner’s syndrome and dryness of the right 
side of the face and right arm developed, there was no 
relief of pain on the left side. When the left stellate 
ganglion was similarly injected there was gradual relief, 
which was complete by the next day. There was no 
recurrence of thalamic pain at any time thereafter. 
Since this experience bilateral stellate block has been 
performed in a series of cases of cerebral vascular disease, 
brain atrophy, and Parkinsonism. In some instances 
the block was followed by surgical interruption of the 
sympathic nerve supply to the brain. Though there was 
little actual improvement in motor function, the patients 
experienced a feeling of well-being, self-security, and 
greater animation. Bilateral stellate block was therefore 
tried in cases of involutional melancholia, depressive 
states, extreme anxiety neuroses, and schizophrenia. In 
involutional melancholia, the state of extreme depression, 
apathy, and retardation was changed into a transitory 
cheerful, euphoric condition, and normal sleep and 
appetite returned. This effect lasted for, at most, 
72 hours. Three illustrative cases are described. No 
affective reaction was obtained with the same treatment in 
patients with schizophrenia or psychoneuroses, nor did 
2 schizophrenic patients, both in hebephrenic regression, 
show any change of affect or of psychotic behaviour 
after resection of the superior cervical ganglia. It is 
suggested that the sympathetic outflow to the brain may 
contribute to the cenaesthetic or mood level of con- 
sciousness; further study is indicated to determine 
whether sympathetic interruption to the brain by 
surgery might, in some cases, replace prefrontal lobotomy 
in the treatment of chronic depression resistant to shock 
therapy. Myra Mackenzie 


1039. The Treatment of Huntington’s Chorea with 
Belladonna Alkaloids 

P. J. Tomutnson. Psychiatric Quarterly [Psychiat. 
Quart.| 21, 447-452, July, 1947. 


Huntington’s chorea, like Parkinson’s disease and post- 
encephalitic Parkinsonism, is characterized by the 
appearance of bodily symptoms relating to lesions in the 
midbrain, followed by intellectual and emotional 
impairment. In such diseases there are degeneration of 
ganglion cells, gross disorders of motility, and a pro- 
gressive course with, as a rule, a bad prognosis. Bella- 
donna alkaloids were tried in cases of Huntington’s 
chorea, a proprietary preparation called “ rabellon 
being used. This is a combination of hyoscine, atropine, 
and scopolamine. The dosage is not precisely stated 
but 1 to 4 tablets were given thrice daily. Two personal 
cases are described which improved under this medica- 
tion and relapsed when it was discontinued. Three 
patients belonging to one family were similarly treated 
with promising results. Although the numbers are small 
the author thinks that the improvement in both the mental 
and physical condition was so marked that this method 
is worth an extended trial. R. G. Gordon 


See also Section Medical Jurisprudence, Abstracts 
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Infectious Diseases 


VIRUS INFECTIONS 


1040. The Pathology of Epidemic Hepatitis 

T.. B. MALLory. Journal of the American Medical 
Association [J. Amer. med. Ass.] 134, 655-662, June 21, 
1947. 5 figs., 23 refs. 


The epidemic of hepatitis in the American Army 
during the 1939-45 war furnished abundant opportunity 
for the study of the pathology of the disease. The author 
has been able to see the material from 296 necropsies, 
submitted to the Army Institute of Pathology; the first 
118 of these were reported by Lucké in 1943 and the next 
178 by Lucké and Mallory jointly in 1946. Moreover, 
a series of 160 biopsies of the liver from patients in various 
stages of the disease was collected by Horan, Jolliffe, 
and Mallory and the full results are still to be published. 
There is, thus, abundant material available from: 
(1) fatal cases of the disease and (2) non-fatal cases of 
the disease examined by liver biopsy. Of the patients 
from whom necropsy material was studied by Lucké 
and Mallory, 53% died in under 10 days and many in as 
short a period as 3 to 5 days following the onset of 
jaundice. In such cases diffuse and massive necrosis 
with no evidence of regeneration is seen. The appear- 
ances, macroscopical and microscopical, are in fact 
simply those of the disease well known as acute necrosis 
of the liver. In the subacute cases the appearances in 
the liver differ less than would be expected, but inflam- 
matory reaction is added. In the subacute type the 
necrosis is almost invariably central but irregular in 
distribution; in all cases it appears to be of autolytic 
rather than of coagulative type. The inflammatory 
exudate is found chiefly in the stroma of the portal areas 
and is generally composed of histiocytes, lymphocytes, 
and plasma cells. Inflammatory reaction within the 
lobule is inconstant. In the subacute variety, well- 
marked regenerative changes are seen in the liver cells 
and in the bile duct epithelium. In the investigations by 
liver biopsy 54 samples were obtained, believed to be 
from the acute or progressive stage of the disease either 
during or before the onset of icterus. Six constant 
features were present in the icteric stage—namely: 
(1) periportal inflammatory infiltration, (2) intralobular 
inflammation, (3) lobular disarray, (4) liver-cell degenera- 
tion and necrosis, (5) regeneration of liver cells with 
active mitosis, and (6) biliary stasis. In 7 of 9 patients 
examined in the pre-icteric stage the changes were 
practically the same; this was also true of 5 of 18 
suspected cases, in which the patients never became 
icteric or showed any chemical evidence of bilirubin 
retention. Specimens were also obtained from 3 patients 
in recurrent attacks and from 40 cases of delayed recovery. 
In the latter, 15 of the livers were normal, in 15 definite 
changes were found, and in 10 the changes were minimal. 

J. W. McNee 


1041. Protective Value of Influenza Vaccine Assayed in 
Swine 

J. W. BEARD, I. W. MCLEAN, and D. BEARD. Southern 
Medical Journal {Sth. med. J.| 40, 608-618, July, 1947, 
7 figs., 11 refs. 


Normal swine are susceptible to an influenzal disease 
caused by a virus similar to that which affects man. 
Experiments were made on groups of young animals 
10 to 20 weeks old. Vaccination with the formalinized 
concentrated virus culture on chick embryo increased the 
level of resistance to infection. A better response 
followed a second dose after 21 days but the method was 
still of limited value. A state of high resistance can only 
be obtained by contact with active influenza virus. 

E. T. Ruston 


1042. The Therapy of Experimental Influenza in Mice 
with Antibiotic Lactones and Related Compounds 

B. A. Ruspin and N. J. GiaRMAN. Yale Journal of 
Biology and Medicine { Yale J. Biol. Med.| 19, 1017-1022, 
July, 1947. 17 refs. 


Virus suspensions were made from infective Jung 
removed from mice 5 days after infection with the PR8 
strain of influenza A virus, and stored at 4° C. until 
needed. Each mouse was lightly anaesthetized with 
ether and 0-05 ml. of a 1 in 50 suspension of virus was 
inoculated intranasally. The infected mice were selected 
at random, 24 hours after inoculation, and treated with 
antibiotic lactones and associated compounds. Com- 
pounds soluble in water were used in 5% aqueous solu- 
tion; insoluble compounds were suspended in a 
cholesterol—lecithin-peanut oil medium and _ injected 
subcutaneously. 

Difficulty was encountered in calculating statistical 
reproducibility, owing to the fact that the level of 
infection throughout the experiment was not constant. 
Results cannot therefore be taken as an exact measure of 
activity. Effects were measured in two ways. Times 
of death were recorded up to 21 days, after which period 
treated mice were considered cured. Secondly, the 
percentage surviving was calculated in each of the 10-day 
intervals following the first death in control groups. 
This gave a second measure of delay in time of death in 
those groups not having a significant number of final 
survivors. 

Among the 24 compounds tested, y-butyrolactone, 
6-methoxy-8-(2,5-dimethylpyrryl-1)-quinoline, 3-phenyl- 
2-butene-1,4-olide, 3-methyl-5-carboxy-2-pentene-1,4- 
olide, parasorbic acid, and isoclavicin seemed to produce 
a therapeutic effect. The most marked therapeutic effect 
was noted with y-butyrolactone. 

It would appear that saturated compounds are more 
active than unsaturated; and that, where unsaturated 
compounds are effective, the double bond confers more 
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activity in the 2-position than in the 3-position. Methyla- 
tion seems to cause loss of activity in some instances, and 
in the furan series the 5-nitro substituent appears neces- 
sary for any pronounced biological activity. It is of 
particular interest that therapeutic effects were observed 
after infection had become established. If the pharmaco- 
logical properties of butyrolactone may be considered 
anaesthetic, then an interesting comparison may be 
drawn with the antiviral properties of other anaesthetic 
agents, such as diethyl ether. Margaret Buchanan 


See also Section Hygiene, Abstract 744. 


POLIOMYELITIS 


1043. Studies on the Relation of Wild Rats to Polio- 
myelitis 

G. C. Brown and T. Francis. Journal of Infectious 
Diseases [J. infect. Dis.] 81, 55-58, July—Aug., 1947. 
8 refs. 


Nervous and intestinal tissues of 46 rats (Rattus 
norvegicus) from areas in Detroit and Buffalo where 
poliomyelitis had occurred failed to show the presence 
of any virus capable of infecting cotton-rats or white 
mice. One rat serum showed a distinct, though not 
marked, protective effect against the Lansing strain of 
poliomyelitis, suggesting that this rat had been exposed 
to infection with a poliomyelitis virus. 

G. M. Findlay 


1044. On the Course of Paralyses in Poliomyelitis 
Patients. [In English] 

G. S. KRISTENSEN and F. WuLFF. Acta Medica Scandi- 
navica [Acta med. scand.| 127, 361-369, 1947. 5 refs. 


This paper records the results of a follow-up of cases 
of poliomyelitis in the Copenhagen area over periods 
varying from 9 months to 8 years. Detailed studies of 
individual muscle power were made in each case, the 


following notation being used: 
Grade 0. No contraction. 
1. Palpable contraction. 
2. Deflectional movement against neutral- 
ized gravitational pull. 
.. 3. Deflection against gravitation or against 
slight resistance. 
Deflection against greater resistance. 
Full or almost full strength. 


Patients were not included in the series unless they had 
some muscles with power less than that of Grade 3 in the 
early stages of the illness and showed no improvement 
beyond this grade within 2} months; mild cases of the 
disease were thus excluded. The authors followed up 
115 patients for about 9 months after the onset of the 
disease, and 42 patients for periods between 4 and 8 years. 
As would be expected, the results show that the chances 
of ultimate recovery of muscle power vary inversely 
with the severity of the initial paralysis and directly with 
the degree of improvement during the first few months. 
No difference in the degree of recovery was found between 
children and adults. Complete figures cannot be given 


in an abstract, but the following summary, prepared from 
three detailed tables in the original paper, shows the 
chances of ultimate recovery of useful muscle power 
(Grades 4 and 5) in the different groups: 


(a) Grade of muscle power at on- 
0 1 2 3 
Reach Grade 4 or 5 after 9 
(b) Grade of muscle power after 24 


months 0 1 2 3 
Reach Grade 4 or 5 after 9 


(c) Grade of muscle power after 9 
months 0 1 2 3 
Reach Grade 4 or 5 after 4 to 8 


Thus, even if the degree of muscle power is only Grade 
3 after about 9 months, improvement to a functionally 
useful muscle can still be expected in 60% of cases. The 
authors adopted a regimen of vigorous remedial exercises 
for all patients, supplemented when necessary by electrical 
stimulation. 

[Unfortunately the precise meaning is not always clear 
in this paper, the construction of the sentences often 
departing from customary English usage.] 

A. R. Kelsall 


1045. Endocrine and Mental Disorders in Acute Anterior 
Poliomyelitis. [In English] 

R. Lurr and R. MiLier. Acta Medica Scandinavica 
[Acta med. scand.] 127, 448-463, 1947. 3 figs., 6 refs. 


The incidence of endocrine and mental disorders was 
investigated in 66 female patients 1 to 12 years after 
acute anterior poliomyelitis. Abnormalities suggesting 
an endocrine disturbance were found in 20 cases, con- 
sisting of menstrual irregularities (8 cases), excessive gain 
in weight (6 cases), excessive weight loss (5 cases), 
temporary polydipsia and polyuria (3 cases), precocious — 
sexual development (2 cases), and retarded sexual 
development and diabetes mellitus (1 case); two or 
more of these disturbances were combined in several 
patients. In addition, hypertrichosis was found in 24 
cases: this appeared 2 to 5 weeks after the onset of the 
disease, and mainly affected the limbs, though it was 
‘found on the face in 3 patients and on the trunk in 4. 
It was most commonly found in cases with marked 
paralysis of the limbs, and in patients with unilateral 
paralysis it was usually but not always confined to the 
paralysed limb; occasionally it occurred only on the 
unaffected limb. It was always associated with vaso- 
motor phenomena in the limb concerned, and the authors 
suggest that it is usually due to injury to the peripheral 
neurone, though in 2 patients it was associated with 
increased excretion of 17-ketosteroids [the technique 
used for this investigation is not stated]. A glucose- 
tolerance test was performed on 14 patients, not including 
the diabetic, and the mean rise in blood sugar for the 
group was considered to be significantly greater than in 
a control group of 32 healthy subjects. Estimations 
were made only up to 1 hour, and no details are given 
of the technique used; [moreover, the figures given do 
not indicate clearly the degree of scatter in the two 
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groups, and their significance cannot therefore be 
assessed.] 

Mental changes occurred in 36 patients. In adults 
the commonest symptoms were those of a “* neurasthenic ” 
type, such as impaired power of concentration, irritability, 
and emotional instability: a frank change in personality 
occurred in at least 4 patients who acquired the disease 
during childhood. There was no significant difference 
in the incidence of mental symptoms between those 
acquiring the disease under the age of 16 years and those 
acquiring it beyond this age, nor between those with 
and those without evidence of an initial encephalitis, 
nor between those with slight and those with marked 
residual paralysis. There was no correlation between 
the incidence of endocrine disorders and mental 
symptoms, nor between the occurrence of endocrine 
disorders and an initial encephalitis. The authors 
suggest that these endocrine and mental sequelae may 
be due to inflammatory lesions in the hypothalamus. 

[On the whole this is an unconvincing paper. In some 
of the cases, evidence of abnormality apparently rested 
solely on the patient’s own story: moreover, menstrual 
irregularities, marked changes in body weight, and 
emotional changes must be fairly common sequelae to 
many severe illnesses accompanied by a_ prolonged 
period of enforced inactivity and the threat of permanent 
crippling. A similar investigation on cases of acute 
and chronic rheumatic carditis, for example, would be 
of interest. The lack of correlation between these 
sequelae and the occurrence of a recognized encephalitis 
does not support the theory that they are due to organic 
change in the central nervous system.] A. R. Kelsall 


1046. Observations on the Susceptibility of Sooty Manga- 
beys (Cercocebus fuliginosus) and a Baboon (Papio 
Ppapio) to Poliomyelitis 

F. M. ScHABEL and F. B. Gorpon. Journal of Infectious 
Diseases [J. infect. Dis.] 81, 76-83, July—Aug., 1947. 
15 refs. 


The susceptibility of the sooty mangabey is about equal 
to that of the Indian rhesus monkey, Macaca mulatta. 
Seven of 26 sooty mangabeys developed poliomyelitis 
after intracerebral or intranasal inoculation, but 2 failed 
to develop any specific signs of infection after intra- 
gastric and oral administration of infective human stool. 
A baboon, Papio papio, however, developed infection 
after intragastric and oral inoculation of infective human 
stool. , G. M. Findlay 


TYPHUS FEVERS 


1047. Intracutaneous Tests in Typhus Exanthematicus. 

G. N. Meguuuna [Klin. 
Med., Mosk.} 25, 57-67, 1947. 16 refs. 


The author has investigated the effectiveness of the 
typhus vaccine of Durand and Krontovskaya when used 
for diagnostic skin tests in 37 cases of the disease. Control 
inoculations were carried out with material prepared 
from the lungs of normal mice in a similar manner to 


the preparation of the vaccine. Thirty-one patients 
gave no response, while 6 were weakly positive (3 on the 
fifth day of the disease, and 3 from the seventh to eleventh 
days). 

' Comparative tests were also carried out on the follow. 
ing groups of subjects [the total numbers are not stated]: 
(a) healthy subjects, (6) cases of typhus in the febrile 
stage, (c) cases in the convalescent stage, and (d) healthy 
subjects treated with the Durand-Krontovskaya vaccine. 
It was found that normal subjects reacted to the skin test 
with both test and control material while both responses 
became negative during the febrile stage of the disease 
but reappeared again during convalescence. It js 
therefore concluded that positive results obtained by this 
method are non-specific, and that the loss of reaction in 
the febrile stage of the disease is due to the inability of 
the skin to respond and does not reflect the immunological 
status of the individual. A skin test with specific antigen 
is thus of no value as a diagnostic measure. 

D. J. Bauer 


1048. Therapeutic Study on Louse Borne Typhus. [In 
English] 

G. Ferro-Luzzi and S. Ferro-Luzzi. Beollettino della 
Societa Italiana di Medicina e Igiene Tropicale {Boll. Soc. 
ital. Med. Igiene trop.| 8, 1-23, 1947. 2 figs. 


Louse-borne typhus exists in epidemic form in Eritrea; 
murine and tick typhus occur sporadically. During the 
period 1939-47 a total of 1,742 cases have been treated 
in Asmara: about half the patients have been given 
special therapy, while the others have served as controls. 
The following methods of treatment were quite useless: 
** novasurol”’ intravenously; congo red intravenously: 
Weigl’s louse vaccine subcutaneously and intravenously; 
mercurochrome intravenously; fixation abscess; daily 
bleeding, 50 ml.; neoarsphenamine intravenously; 
intravenous calcium and mepacrine. 

The following methods of treatment had some slight 
action. (1) Intensive therapy with vitamins A, C, and 
the B complex, both by mouth and subcutaneously. 
The convalescent period was shortened, but the fatality 
rate, duration of disease, and number of complications 
were not changed. (2) Convalescent serum, 20 mi. 
twice daily. If started within the first 7 days it possibly 
shortened the febrile period and improved the general 
condition, but it did not reduce the mortality. 
(3) “ Buxation”’, a Russian treatment introduced by 
N. E. Jarigin and N. J. Nagibina (Sovetsk. Med., 1944, 
Nos. 10-11, p. 17); cerebrospinal fluid is repeatedly 
withdrawn and reinjected into the cord. According 
to the Russian account the temperature should fall 
within 3 days and the mortality should be reduced by 
one-half. Twenty-seven patients were treated: the 
temperature did fall to normal immediately after treat- 
ment but there was no corresponding clinical improve- 
ment and the death rate was unaffected, while the number 
of cases with complications increased. (4) Sulphanil- 
amide, sulphapyridine, penicillin, and adrenal extract did 
not produce any striking effects. (5) Sodium benzoate 
and sodium salicylate caused a reduction in mortality 
and a slight reduction in the duration of the disease, but 
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sodium benzoate was associated with an increased number 
of complications. Both drugs caused delirium, dizziness, 
tinnitus, and signs of gastric irritation. 

More definite results were obtained with aspirin. The 
first series consisted of 83 Eritrean natives and 12 
Europeans: the dosage was either 4 g. (1 g. every 
6 hours) per day or 8 g. (1 g. every 3 hours) per day. 
Treatment was continued for 2 days after return of the 
temperature to normal. Only | death occurred, whereas 


_ untreated controls had a death rate of 148%; the 


duration of the disease was 11-1 as against 14-8 days, 
while 23°8% of those treated had complications as 
against 37% of controls. In a further series in 1947, 
74 patients were treated with aspirin and 112 were left 
as controls. The mortality rate among the controls 
was 10:7%, and among the treated 5-4%. 

G. M. Findlay 


1049. Rocky Mountain Spotted Fever. A Preliminary 
Report on the Use of para-Aminobenzoic Acid 

C. J. TicHenor, S. Ross, and P. A. MCLENDON. Journal 
of Pediatrics \J. Pediat.) 31, 1-23, July, 1947. 9 figs., 
14 refs. 


Rocky Mountain spotted fever is a form of tick-borne 
typhus widespread throughout the United States, where 
an average of 500 to 600 cases with upwards of 100 deaths 
are reported annually. The fatality rate varies con- 
siderably according to age and locality. An interesting 
epidemiological problem is posed by the constant high 
fatality rate in Bitter Root Valley, where in 1944 it was 
over 80% for adults and 27-5% for children. In the 
Children’s Hospital, Washington, 36 cases were treated 
between 1931 and 1946, with 3 deaths—a case-fatality 
rate of 8-3%. In 1946 8 patients were treated in this 
hospital with p-aminobenzoic acid, and all recovered. 

The rationale of this treatment is. speculative. 
Sulphonamides were found by Snyder and his associates 
(Report to National Research Council, 1942) to have a 
deleterious effect in typhus fever, and it was thought that 
the antagonist, p-aminobenzoic acid, ‘might have a 
favourable effect on the metabolism of cells and enhance 
their resistance to-rickettsial infection. The use of this 
drug in a small controlled series of cases of louse-borne 
typhus (Yeomans et al., J. Amer. med. Ass., 1944, 126, 
349), murine typhus (Smith, ibid., 1946, 131, 1114), and 
mite-borne typhus (Tierney, ibid., 1946, 131, 280) 
appeared to have a beneficial effect on the course of the 
disease in all three investigations. Favourable results 
have also been obtained in the experimental disease in 
laboratory animals. In all human cases the difficulty 
is to achieve early diagnosis and treatment. This is 
rarely possible in a disease in which the rash appears 
between the third and seventh day of the disease, and in 
which the Weil-Felix reaction is rarely positive in the 
first or even the second week. Of the 8 cases reported 
in this paper, the therapy was started as early as the 
third day of disease only in 1, and this case showed the 
most striking response. In 5 other cases where p- 
aminobenzoic acid therapy was begun within 6 to 10 days 
after onset of the disease the response was encouraging 
but not remarkable, the temperature returning to normal 


within an average of 6 days after beginning treatment. 
In the remaining 2 patients, who received the drug from 
the eighth day of disease, intercurrent mumps vitiated 
any attempt at appraisal of its value. It may be said 
that a prima facie case has been made out for further 
large controlled trials of this drug in all forms of typhus 
fever. 

No evidence of harmful toxic effects of the drug was 
obtained in this investigation, but it was noted that the © 
carbon-dioxide-combining power of the blood serum 
was moderately reduced, and the daily prothrombin- 
time determinations and cephalin flocculation tests 
showed changes suggestive of transient liver dysfunction. 
The dosage adopted for the children was 0-33 g. per 
pound (0-45 kilo) of body weight in 24 hours, divided 
into 3-hourly doses. This yielded a blood level ranging 
between 15 and 40 mg. per 100 ml., which appeared to 
be a safe concentration of the drug. For adults, doses 
of 24 to 30 g. per day have been generally used. 

H. Stanley Banks 


1050. Further Observations on the Treatment of Typhus 
Fever with para-Aminobenzoic Acid 

J. C. Snyper, A. YEOMANS, D. H. CLEMENT, E. S. 
Murray, C. J. D. ZARAFONETIS, and N. A. TIERNEY. 
Annals of Internal Medicine (Ann. intern. med.| 27, 1-27, 


July, 1947. 2 figs., 19 refs. 


p-Aminobenzoic acid (PABA) inhibits the multiplica- 
tion of rickettsiae in the yolk sac of developing chick 
embryos and reduces the mortality from rickettsial 
infections in various laboratory animals, while promising 
therapeutic effects have been obtained with the drug in 
the treatment of scrub typhus and Rocky Mountain 
spotted fever. Consequently, in 1944 and 1945 in 
Egypt the authors used the drug in the treatment of 20 
patients suffering from epidemic louse-borne typhus 
fever, comparing the treated cases with alternate control 
cases not receiving the drug. The patients were in the 
first week of illness at the time of admission to hospital. 
The daily mean rectal temperatures in the treated group 
fell below 99-6° F. (37-5° C.) on the eighth day after 
PABA treatment was begun, whereas those of the control 
cases had not fallen to this level by the thirteenth day; 
these figures gave an average total duration of fever of 
12-4 days for the PABA-treated patients and of 16-9 days 
for the controls. The course and severity of the illness 
were also assessed by the summation of a number of 
clinical and laboratory data, and the mean values of 
these showed a definite advantage in favour of the 
treated patients. Furthermore, while 6 of the 19 control 
patients died, only | of the 20 PABA-treated patients 
succumbed. 

The drug was later used in an epidemic of typhus at 
Dachau concentration camp, 60 patients being treated. 
It was given by mouth in powder form mixed with 5% 
solution of sodium bicarbonate, at least 20 ml. of 
bicarbonate solution being given for each gramme of the 
drug. As a sodium salt PABA has also been given in 
1 to 3% solution by intravenous drip, and in 20% 
solution intramuscularly, in physiological saline adjusted 
to a pH of 7:0. The initial dose of PABA by mouth 
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varied from 4 to 6 g. (0-05 g. per pound (453-6 g.) of 
body weight), and subsequent doses, given every 2 hours 
day and night, ranged from 1 to 3 g. The exact dosage 
was controlled by determination of blood concentrations, 
observations being made at least once every 24 hours. 
The drug is rapidly excreted in the urine, and the blood 
concentration rises and falls rapidly after each dose, so 
that the measurement of blood concentration 2 hours 
after a dose represents the lowest concentration attained 
during the interval. It is recommended that a blood 
concentration of free diazotizable substance of from 
10 to 20 mg. per 100 ml. should be maintained in patients 
suffering from typhus fever, and of from 35 to 40 mg. 
per 100 ml. in those suffering from scrub typhus or Rocky 
Mountain spotted fever. Nausea and vomiting occurred 
in 1 patient receiving the drug, and a number of patients 
developed leucopenia (less than 3,000 cells per c.mm.), 
but none of the leucopenic patients showed any evidence 
of the secondary infections commonly associated with 
agranulocytosis. The authors believe that the 60 treated 
patients had a shorter period of fever and fewer com- 
plications, and that fewer deaths occurred, than might 
have been expected without the drug. Good results 
can be expected from PABA only when therapy is begun 
early in the course of the disease; little or no benefit 
is likely to be obtained when treatment is started after the 
eighth day of illness. Treatment should be continued 
until the temperature has been normal for at least 48 
hours; premature withdrawal of the drug is followed by 
recurrence of fever. Crystals of PABA may be pre- 
cipitated in the kidney tubules when the urine is acid; it 
is important, therefore, to give enough sodium bicarbo- 
nate to maintain a urinary pH of 7-0 or higher. Sulphon- 
amide drugs appear to exert a deleterious effect in experi- 
mental rickettsial infections and, in view of their 
antagonism to PABA, they should not be employed 
during the acute febrile phase of rickettsial disease; 
intercurrent bacterial infections may be combated with 
penicillin. Care should be taken in giving PABA by 
mouth to patients who are too weak to swallow properly, 
since aspiration of the drug may be followed by severe 
tracheo-bronchitis. F. Murgatroyd 
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1051. Secondary Pulmonary Infiltration from Lymph 
Nodes. (Les infiltrats pulmonaires secondaires d'origine 
ganglionnaire) 
A. Durourt and P. Mounter-KUHN. Revye de la 
Tuberculose [Rev. Tuberc., Paris} 11, 155-169, 1947. 
7 figs., 11 refs. 


This report is based on cases of perforating tuberculous 
mediastinal lymph nodes, the perforation occurring 
during the so-called “ secondary ”’ stage after primary 
infection. The authors believe that many cases diagnosed 
as having early infiltration are in reality due to dissemina- 
tion from primary cavities, or more often to bacillary 
discharge from a node into a relatively small bronchial 
area. Such fistulae from tracheo-bronchial lymph nodes 
into the bronchi are frequent after tuberculous primary 
infection. The authors have confirmed this fact by 


bronchoscopy practised in cases of recent primary 
infection. 

The syndrome produced is clinically less severe and 
more varied than the classical syndrome with asphyxia 
and disseminated bronchopneumonia. The fistulae are 
often masked by oedema or bronchial secretions. The 
radiograph shows a dense shadow punctuated with 
miliary granules or nodules the size ofa pea. The shadow 
varies in area and thickness, having sometimes the 
appearance of a caseous bronchopneumonia. Tomo- 
graphy including the hilum demonstrates the lymph-node 
origin, showing a bronchus with thickened walls starting 
from a hypertrophied hilar node to reach the centre of 
the infiltrated area of the lung. The course of these 
infiltrations is usually one of spontaneous regression. 

M. Daniels 


1052. Complications of Suction Drainage of Cavities, 
(Zur Frage der Komplikationen bei Kavernen- 
Saugdrainage) 

J. E. Wort. Schweizerische Zeitschrift fiir Tuberkulose 
[Schweiz. Z. Tuberk.] 4, 51-61, 1947. 3 figs., 15 refs. 


The author, who is Superintendent of the Waldsana- 
torium, Davos, holds that suction drainage of tuberculous 
cavities is very rarely successful alone but is of particular 
importance in combination with thoracoplasty. It is 
used either as a preparatory measure if thoracoplasty 
is too severe an operation under the prevailing conditions, 
or as a complementary measure if thoracoplasty alone is 
not successful. The author uses the technique described 
by Monaldi. He thinks that early complications of 
suction drainage can be eliminated to a great extent by 
proper selection of patients and skilful technique; late 
ones and relapses by early combination of suction drain- 
age with thoracoplasty. Even so, complications still 
occasionally occur. From a review of the literature he 
lists the following: (a) Haemorrhage, the most frequent 
complication either at operation or later. (6) Air 
embolism, either at operation or when the tube is changed. 
(c) Suppuration in the stab canal or its vicinity. 
(d) Empyema due to mixed infection if the pleural space 
is not obliterated by adhesions. This complication 
should be avoidable. (e) Interlobar empyema, rarely. 
(f) Fresh tuberculous foci in the immediate neighbour- 
hood of drained cavities. These are due either to activa- 
tion of already existing foci or to an exudative process 
around a cavity. This complication can be avoided by 
refraining from drainage if there are exudative processes 
around the cavity, and by moderate and not too violent 
suction. (g) Bronchogenic spread occasionally. 

In the author’s series of 30 patients there were one 
haemorrhage during insertion of drain (patient recovered) 
and one fatal haemorrhage during the seventh week of 
drainage. A “ benign’? complication occurred in 1 
patient where the tube was expelled immediately after 
insertion and the cavity collapsed. The author explains 
in a marginal note that to estimate the pressure in the 
cavity before introduction of the trocar he first introducesa 
hollow needle connected with a manometer. One patient 
developed generalized subcutaneous emphysema because 
of an uncontrollable cough and died. The author 
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concludes that drainage should be delayed until the 
cough can be controlled. One patient developed an 
abscess in the thoracic muscles which communicated with 
the cavity. 

The following ‘conclusions are drawn from this case: 


(1) Suction drainage should be supplemented by ~ 


thoracoplasty at an early stage, as soon as maximal 
diminution of the cavity is attained. (2) Suction drain- 
age should be continued for a long time after thoraco- 
plasty. (3) Accumulation of pus in the vicinity of 
drained cavities can transform the tuberculous cavity into 
an abscess cavity; special surgical measures such as 
opening of the abscess should be taken early. 
E. Lejbowicz 


1053. Treatment of Discrete Early Tertiary Post-pleuritic 
Apical Tuberculosis by Early Apical Thoracoplasty. 
(Behandlung der diskreten, friihtertiaren postpleuritischen 
Lungenspitzentuberkulose durch frihzeitige Spitzen- 
plastik) 

W. FRoEHLICH, G. DE RHAM, and S. Stet. Schweizeri- 
sche Zeitschrift fiir Tuberkulose [Schweiz. Z. Tuberk.) 4, 
125-152, 1947. 27 figs. 


The authors give a short recapitulation of the develop- 
ment of thoracoplasty and discuss the advantages of 
extending the indication for this operation to post- 
pleuritic apical tuberculosis. In a number of cases they 
were able to show that patients given conservative 
treatment alone did not improve at all, since the early 
apical lesions tended to spread and to give rise to the 
formation of cavities. For this reason they recommend 
an apical thoracoplasty in the early cases of apical 
tuberculosis. Franz Heimann 


1054. A Note on the Management of Tuberculous 
Empyema 

A. J. Cortto. Tubercle (Tubercle, Lond.] 28, 136-139, 
July, 1947. 3 figs. 


In this short article the author makes three points: 
first, that closed intercostal drainage of tuberculous 
empyema is justifiable if aspiration fails to bring about 
expansion of lung, provided the disease in the underlying 
and opposite lungs is inactive; secondly, that artificial 
pneumothorax which cannot be made effective should be 
promptly abandoned; and thirdly, that the presence of 
blood in the pleural cavity of tuberculous empyema was 
found to hasten obliteration of the space. So impressed 
was the author by this last observation that he has on 
two occasions deliberately introduced a small quantity 
(5 to 12 ml.) of the patient’s own blood combined with 
30,000 units of penicillin into the pleural cavity; the 
results were encouraging. N. Lloyd Rusby 


1055. A Particular Type of Tuberculous Pulmonary 
Cavitation Tending to Spontaneous Healing 

L. DuNNeR. Tubercle [Tubercle, Lond.| 28, 144-146, 
July, 1947. 4 figs., 2 refs. 


In this article the author deals with a particular type 
of cavitation in the lung which he has previously described 


(Brit. J. Radiol., 1944, 17, 274) and for which he has 
suggested the term “cavitation complex’. Radio- 
graphically the lesion shows an even distribution of foci, 
in some instances almost resembling a miliary spread, 
in One or more zones in one or both lungs. In such an 
area of infiltration a thin-walled cavity or cavities may 
be seen. Such a cavity is characterized by an absence 
of translucency and a lack of physical signs. The 
infiltration precedes cavitation. There is a tendency 
for a cavity of this type to disappear spontaneously on 
conservative treatment. N. Lloyd Rusby 


1056. Sulphur Therapy in Tuberculosis. Preliminary 
Report on Sodium Tritionate. (La sulfoterapia anti- 
tuberculosa. Primeras experiencias con tritionato sédico) 
I. BLAJOT PENA. Medicina Clinica [Med. clin., Barcelona] 
8, 217-230, April, 1947. 28 figs., 12 refs. 


Clinical trials are reported of sodium tritionate (the 
commercial product “triom’’) in the treatment of 
tuberculosis. The author prefaces his account with a 
critical review of gold and sulphur therapy in tuber- 
culosis. Streptomycin therapy is dismissed with the 
statement that the disadvantages of this drug, in particular 
its toxic effects, outweigh the favourable results reported 
[a questionable or at least premature assertion]. There 
follows an account of the development of triom, which 
has apparently a high sulphur content and highabsorption 
rate, but reference to experimental work is confined to 


. One sentence: “It also has curative action in experi- 


mental tuberculosis.” 

One hundred cases have been treated with this drug; 
of these, 53 were cases with “* early infiltrative or nodular 
pulmonary tuberculosis ’’; 34 had exudative lesions, and 
of these 17 had cavities; 2 had caseous broncho- 
pneumonia, 9 pleurisy, 1 haematogenous dissemination, 
and 1 hilar adenitis. In this heterogenous group the 
author claims 67% favourable results, including 13% 
with complete reabsorption. The “ infiltrative ’’ lesions 
gave 75°% favourable results, the ‘ exudative ’’. lesions 
50%. [The author, rightly critical in his statistical 
evaluation of the results of gold therapy, is less severe 
in his analysis of this series, and states without supporting 
evidence that in these cases regression of infiltrative 
processes took place within a period shorter than in 
cases which regress spontaneously or with rest in a 
sanatorium.] In a discussion of 6 cases with early 
infiltration which cleared within 15 to 54 days, he does 
not claim that the cure was wholly due to the drug, but 
thinks it probable that the drug accelerated a regression 
to which the lesion showed a spontaneous tendency. 

M. Daniels 


1057. Antagonistic Effect by Certain Growth-stimulants 
of the Tuberculostatic Activity of 5-Amino-2-butoxypyridine 
H. S. Forrest, P. D’Arcy Hart, and J. WALKER. 
Nature [Nature, Lond.] 160, 94, July 19, 1947. 3 refs. 


The growth of Mycobacteria is specifically inhibited 


by 5-amino-2-butoxypyridine (Feinstone, Proc. Soc. exp. . 


Biol., N. Y., 1946, 63, 153; Feinstone et al., J. Pharmacol., 
1947, 89, 153). Strains of Myco. tuberculosis and Myco. 
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phlei were inhibited in Dorset’s synthetic or in Proskauer- 
Beck medium in dilutions as high as 0-03 to 0-001 mg. 
per 100ml. Working at the National Institute of Medical 


_ Research, Hampstead, the authors found that this 


inhibition is abolished either by serum albumin or by 
“tween 80°’, a polyoxyethylene derivative of sorbitan 
mono-oleate and an active non-ionic synthetic detergent, 
or by a combination of both, added to cultures of tubercle 
bacilli grown in Proskauer-Beck medium and in a modi- 
fication of the synthetic basal medium of Dubos to which 
5-amino-2-butoxypyridine is added. G. M. Findlay 


1058. Use of Modified Dubos and Davis Medium for 
Demonstration of Antibiotic Activity of Subtilin against 
Mycobacterium tuberculosis 

S. C. Wonca, A. S. Hampiy, and H. H. ANDERSON 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.) 32, 837-841, July, 1947. 7 refs. 


Because of the thermolability of subtilin in vitro, 
methods for the demonstration of antibiotic activity 
against Mycobacterium tuberculosis demand a medium 
that will give rapid growth of the organism by deep 
culture methods and ensure adequate contact of all 
bacteria with the antibiotic. 

The Dubos and Davis medium consists of casein 
hydrolysate with appropriate mineral additions together 
with a purified albumin (Cohn’s fraction V) and a 
wetting agent, commercially known as “ tween 80”. In 
this medium M. tuberculosis will show obvious growth as 
a submerged culture in 72 hours. By making appro- 
priate dilutions of subtilin in this medium a concentration 
range of 1 in 20,000 to 1 in 1,600,000 was obtained. 
Tubes containing varying concentrations of subtilin in 
the medium were inoculated with a constant dose of 
tubercle bacilli trained to grow in the medium. Tubes 
were examined daily for growth, and 1 ml. of fluid from 
those failing to show growth after 17 days’ incubation 
was injected into guinea-pigs for the differentiation 
between bacteriostatic and bactericidal activity. With 
the particular strain employed it was found that subtilin 
inhibited growth at a concentration of 1 in 400,000, but 
that a concentration of | in 20,000 was necessary before 
the organisms were actually killed. ; 

It is stated that subtilin precipitated out when the 
concentration in the blood stream exceeded 0-1 ml.%. 

H. J. Bensted 


1059. Further Observations on the Cultivation of Tubercle 
Bacilli from Pathologic Material in Dubos Media 

G. E. Fotrey. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.| 32, 842-846, July, 1947. 
7 refs. 


The author, employing Dubos’s synthetic culture 
medium (see Abstract 1058) with added glucose and a 
proprietary substance known as “ vegex,” examined 
various kinds of pathological material from tuberculous 
patients. In one series of 28 specimens 23 gave positive 
reactions on culture and guinea-pig inoculation, 1 speci- 
men was positive by culture and not by animal inocula- 
tion, and 4—2 sputa and 2 spinal fluids—were positive 


by guinea-pig inoculation and not by culture. The 
incubation period for positive cultures in this and 
another series ranged from 5 to 27 days, with a mean of 
about 10-5 days. 

Dubos has described a solid medium, prepared by 
adding 1-5% agar-agar and 0-001% ferric ammonium 
citrate to the medium already described, on which tubercle 
bacilli grow in 7 to 10 days as small, smooth, soft, 
colourless, semitransparent colonies, in contradistinction 
to the hard granular opaque colonies seen on Dorset’s 
egg medium. The author, with limited experience of the 
solid medium, suggests that it may in some instances be 
more successful than the fluid medium. 

H. J. Bensted 


1060. Intravenous Infection of the Chick Embryo with 
Tubercle Bacilli. Inhibitory Effects of Streptomycin 

H. F. Lee and A. B. Stavitsky. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 55, 262-280, March, 
1947. 16 figs., 12 refs. 


The various techniques of infecting the chick embryo 
(as opposed to its chorio-allantoic membrane) with 
human-type tubercle bacilli are discussed. The authors 
prefer their own intravenous method. With this tech- 
nique, after inoculation of 200,000 to 400,000 bacilli 
into 12-day embryos, numerous discrete and uniformly 
distributed foci were visible microscopically in the liver 
20 days later, while the spleen and kidneys were also 
affected; the appearances were characteristic. The 
development of these lesions is described. In 12-day 
embryos infected in this way with 350,000 bacilli, but 
given 2 mg. of streptomycin (base) by the membrane- 
surface route immediately and again 2, 4, and 6 days 
after infection, the spleen and liver were almost totally 
devoid of lesions or bacilli histologically, when examined 
at 20 days: cultures, however, were positive from 
treated as well as untreated groups. The authors 
consider that the above procedure has the advantage over 
the usual method of chemotherapeutic testing, in which 
both bacilli and drug are applied to the exposed chorio- 
allantoic membrane; here, on the other hand, the 
substance tested and the bacilli are completely separated 
at introduction. When the present procedure is used 
as a screening chemotherapeutic test, the lesions in the 
liver form the best basis for the quantitative histological 
assessment of the degree of infection. 

P. D’Arcy Hart 


1061. Effect of Streptomycin on the Tubercle Bacillus. 
The Use of Dubos’ and Other Media in Tests for Strepto- 
mycin Sensitivity 

E. WoLINsky and W. STEENKEN. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 55, 281-288, March, 
1947. 2 figs., 10 refs. 


The value of three methods for testing the sensitivity 
of the tubercle bacillus to streptomycin was compared. 
The methods were: (1) surface growth on Proskauer 
and Beck’s fluid synthetic medium; (2) sub-surface 
growth in the same medium; and (3) sub-surface growth 
in the fluid medium of Dubos and Davis (which contains 
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albumin and “ tween 80°’ and promotes diffuse growth). 
The H37 Rv strain of human-type tubercle bacillus was 
used in all cases. In method 1 visual estimation of 
surface growth was inaccurate owing to variation in the 
size and denseness of the pellicle, and assessment had 
to be by the wearisome determination of dry-weight of 
the organisms. Method 2 produced irregular results. 
Method 3 was the easiest and results were more uniform 
and more rapidly obtained than in the other methods; 
turbimetric readings were practicable. By this method 
0-4 pg. per ml. streptomycin completely inhibited the 
growth of H37 Rv during incubation for 16 to 20 days; 
the inoculum was 0-1 ml. of an 8- to 10-day culture in 
plain Dubos medium added to 5-ml. amounts of the same 
medium (pH 7-1 to 7-4) containing varying concentrations 
of streptomycin, in wide test-tubes. P. D’Arcy Hart 


1062. Streptomycin in Resection of Pulmonary Tuber- 
culosis. Report of Five Cases 

R. P. Gtover, O. T. CLAGeTT, and H. C. HINSHAW. 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
55, 418-427, May, 1947. 5 figs., 5 refs. 


The prophylactic possibilities of streptomycin during 
the pre-operative and post-operative periods in patients 
undergoing lobectomy or pneumonectomy for pul- 
monary tuberculosis were suggested by clinical experience 
in 5 cases in 1945-6. The favourable effect in these 
cases was, however, admittedly indefinite, though the 
enforced economy in the use of streptomycin, and the 
impurity of the earlier lots of this drug, made the present 
trial unavoidably defective. P. D’Arcy Hart 


1063. Streptomycin in Experimental Tuberculosis. In 
vivo Sensitivity to Streptomycin of Recently Isolated 
Strains of Human Tubercle and Strains of Bovine Tubercle 
Bacilli 

W. H. FELDMAN and H. C. HINsHAW. American Review 
of Tuberculosis [Amer. Rev. Tuberc.] 55, 428-434, May, 
1947. 6 figs., 5 refs. 


Ten groups, each of 14 adult male guinea-pigs, were 
inoculated subcutaneously with 0-1 mg. of a given strain 
of tubercle bacilli. Starting 2 weeks after infection, 
8 animals of each of the ten groups were treated daily 
with injections of 6 mg. of streptomycin (in 4 equal 


‘doses 6-hourly), while the other 6 animals of each group 


served as untreated controls. Treatment continued for 
54 days and the survivors were then killed; tuberculous 
lesions at necropsy in treated animals and in controls 
were compared. The strains of tubercle bacilli were as 
follows: 7 from primarily isolated cultures from patients 
with severe progressive pulmonary tuberculosis; 2 
bovine strains, one being the stock strain Ravenel; 
and the stock human-type strain H37 Rv previously 
used by the authors for streptomycin work. The drug 
suppressed the development of disease after infection by 
each of the strains used. The suppressive influence of 
Streptomycin is thus not strain-specific; it extends to 
bovine-type bacilli, and experiments with H37 Rv can 
be considered as representative. P. D’Arcy Hart 


1064. Frequency of Administration of Streptomycin. Its 
Influence on Results of Treatment of Tuberculosis in 
Guinea Pigs 

W. H. Fe_pMan, H. C. HINsHAw, and A. G. KARLSON, 
American Review of Tuberculosis [Amer. Rev. Tuberc.] 
55, 435-443, May, 1947. 2 figs., 6 refs. 


The authors modified their routine administration of 
6-hourly equal doses of streptomycin in their studies of 
experimental tuberculosis in guinea-pigs. Four groups 
of animals, infected by subcutaneous inoculation with 
0-1 mg. of human-type H37 Rv strain, were given 480 mg. 
of streptomycin during the period 23 to 83 days after 
infection (that is, for 60 days). The scheme of administra- 
tion in the four groups was as follows: (1) 8 mg. daily 
in one dose; (2) 8 mg. daily in two equal doses 12-hourly; 
(3) 8 mg. daily in four equal doses 6-hourly; (4) 16 mg. 
daily in four equal doses 6-hourly in alternate weeks, no 
treatment being given in the intervening weeks. The 
lesions at necropsy were compared with those in untreated 
controls. The suppressive effect of streptomycin on 
the development of disease was striking, and approxi- 
mately the same for each scheme of administration. The 
results suggest the possibility of less frequent injections 
in human patients with pulmonary tuberculosis, and 
preliminary tests in man indicate that the larger individual 
doses consequently required are well tolerated. 

P. D’Arcy Hart 


1065. Streptomycin Resistant Strains of Tubercle 
Bacilli. Production of Streptomycin Resistance in 
vitro 

E. H. WILLIstoN and G. P. YOUMANS. American 
Review of Tuberculosis [Amer. Rev. Tuberc.] 55, 536-539, 
June, 1947. 11 refs. 


The authors briefly review previous findings, which 
indicate that many different organisms may develop 
Strains resistant to antibiotics as a result of continued 
exposure either in vivo or in vitro, and that the tubercle 
bacillus is not excepted. They then detail the results of 
the continued exposure of 18 strains of Mycobacterium 
tuberculosis to streptomycin in vitro. 

The cultures used were avian, bovine, and human 
strains, including the standard strain H37 Rv. A 
synthetic medium containing plasma and streptomycin 
was used in 5-ml. amounts. Suspensions of tubercle 
bacilli were made in 0-01 molar potassium phosphate 
buffer at pH 7-0, and 0-25 mg. of these suspensions was 
used for each tube. Thirteen streptomycin dilutions 
employed ranged from 1,000 ug. to 0-095 pg. per ml. 
At 1- to 2-week intervals transfer was made from the 
tube showing growth and containing the greatest amount 
of streptomycin. For this re-exposure of a given strain 
the bacteria were either planted on egg medium and 
incubated till growth was abundant enough to grind and 
re-suspend for a further exposure, or else live organisms 
from the tube with most streptomycin were simply used 
as a direct inoculum for all the tubes of the next exposure. 
Neither method showed any consistent advantage. At 
intervals comparative tests were made with the parent 
strain; tests were also made of the continued potency of 
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the streptomycin dilutions by planting the H37 Rv strain 
in a series of tubes from each batch of medium used. 
On each occasion the strain was inhibited by the same 
amount of streptomycin. 

A table showing the results is given. Nine strains of 
Myco. tuberculosis (7 human, | avian, and 1 bovine) devel- 
oped at least a thousandfold resistance to streptomycin 
after exposures varying from 52 to 120 days. Nine other 
strains (1 bovine) showed somewhat smaller increases of 
resistance when exposed from 66 to 117 days; of these, 
3 developed only a fourfold resistance and 1 only a two- 
fold resistance after 85 days. The rate at which resistance 
to streptomycin increased appeared to follow no par- 
ticular pattern. 

After a strain had become resistant to 1,000 zg. per ml. 
it was planted on Herrold’s egg-agar slant and tested 
from time to time to detect any loss of this property. 
One strain—H37 Rv—was observed for 11 months and 
failed to show any loss of resistance. Other strains still 
showed no marked change after 4 to 6 months. A 
filtrate of a culture of resistant H37 Rv in |-ml. amounts 
was added to a dilution series of streptomycin in broth 
and plasma and inoculated with a sensitive strain of 
H37 Rv. The streptomycin showed no lack of potency 
in the presence of the filtrate. Patients from whom 7 of 
the strains were isolated subsequently received strepto- 
mycin and eventually developed streptomycin-resistant 
strains in vivo. R. J. Lumsden 


1066. Influence of Sulfasuxidine and Succinic Acid upon 
the Tubercle Bacillus 

M. GERUNDO. American Review of Tuberculosis [Amer. 
Rey. Tuberc.) 55, 552-555, June, 1947. 6 refs. 


Previous work had shown that sulphathiazole inhibited 
the growth of the tubercle bacillus in vitro, and the 
author undertogk further experiments to ascertain 
whether sulphasuxidine (succinyl-sulphathiazole) had 
a similar bacteriostatic action. Six different strains of 
Mycobacterium tuberculosis were used, three being 
chromogenic varieties. 

In bouillon-glycerol cultures containing sulphasuxidine 
the pellicle fell rapidly to the bottom and grew along the 
walls of the tube. Microscopical examination showed 
long granular beaded forms of the organism but only 
short plump rods in the controls. For further experi- 
ments Long’s synthetic medium was used; growth was 
abundant when sulphasuxidine was added, and still 
more so with p-aminobenzoic acid in addition. p- 
Aminobenzoic acid added alone did not stimulate such 
abundant growth but pigment production was enhanced. 
It was assumed that growth in the presence of sulphasuxi- 
dine was due to the succinic acid radical present in the 
drug, since it is known that asparagine, which is necessary 
in the synthetic medium to support growth, is meta- 
bolized by the bacteria to succinic acid. Long’s medium 
was accordingly modified by the exclusion of the aspara- 
gine and the addition of 10 g. of sodium succinate and 
50 ml. of a 1 in 1,000 solution of p-aminobenzoic acid per 
litre. In this medium the growth of mycobacteria was 
more abundant and more rapid than in ordinary Long’s 
medium. 


The author concludes that asparagine is not necessary 
as a source of amide-nitrogen but that succinic acid, 
which is the structural element of both forms of nitrogen, 
is the factor involved in the development of the bacterium, 
p-Aminobenzoic acid was not essential for growth but 
was concerned with the formation of pigment. 

R. J. Lumsden 


See also Section Hygiene, Abstract 746. 


LEPROSY 


1067. Chemotherapy of Leprosy 
G. H. Facet. International Journal of Leprosy {Int. J. 
Leprosy] 15, 7-14, Jan.—March, 1947. 16 refs. 


A report is given of clinical trials in progress of promin, 
diasone, and promizole in the treatment of leprosy. 

Promin was given intravenously, since it proved too 
toxic by mouth. An initial dose of | g. daily was in- 
creased gradually in an attempt to reach the optimal 
dose of 5 g. per day. Courses of 14 days’ treatment were 
given, separated by 7-day periods of rest. Routine 
urine analyses, red and white cell counts, and haemoglobin 
estimations were carried out every 3 weeks. The drug 
usually disappeared from the blood stream within 24 
hours of the administration of a single dose; in renal 
impairment, however, the drug tended to accumulate 
in the blood during a prolonged course of treatment, 
blood levels reaching 20 to 30 mg. per 100 ml. 24 hours 
after a dose; dosage therefore had to be reduced. 

Diasone was given by mouth, starting with gr. 5 
(0-3 g.) daily and increasing the dose over several weeks 
to the optimum of gr. 5 thrice daily. Routine urine and 
blood analyses were carried out as with promin. 
Occasionally it was found necessary to give iron and 
liver extract to counteract secondary anaemia. The 
drug was rapidly excreted, and almost disappeared from 
the blood within 12 hours of the evening dose. 

Promizole was given by mouth, starting with 0-5 to 
1 g. thrice daily, the dose being increased after | or 
2 weeks according to individual tolerance. The optimal 
dose of 6 to 8 g. per day was seldom exceeded. Frequent 
clinical and laboratory tests were carried out to detect 
the start of untoward effects. With large doses of the 
drug the blood level declined rapidly, reaching 1 to 2 mg. 
per 100 ml. 12 hours after the last dose. None of the 
drugs gave rise to crystalluria and no renal damage was 
manifest. Haematuria was encountered in a few cases 
where a large initial dose of 15 mg. daily of diasone 
had been given. 

With few exceptions only cases of lepromatous leprosy, 
mostly far advanced, were treated. No significant 
difference between the therapeutic effectiveness of the 
three drugs was observed; all proved more effective 
than any treatment previously tried at the leprosarium. 
Definite objective improvement seldom appeared before 
6 months of treatment, but thereafter it was progressive 
with few if any relapses. The disease seldom if ever 
became worse under treatment. Improvement was 
related to the duration and intensity of treatment; after 
about 6 months some 25% of patients showed some 
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improvement; after 1, 2, and 3 years the percentage was 
increased to about 60, 75, and 100 respectively. The. 
extent and stage of the disease appeared to have no effect 
upon the response. The extent of improvement was 
proportionate to the dosage tolerated by any individual 
patient. Clinical improvement was manifested by 
gradual resolution of lepromatous lesions. Mucosal 
lesions appeared to respond more rapidly than cutaneous 
lesions. Improvement of leprous laryngitis frequently 
occurred, and emergency tracheotomies generally became 
unnecessary. Conjunctival, corneal, and _ iridocyclitic 
leprous infiltration was checked and occasionally 
impaired vision was improved. Attacks of acute lepra 
reactions were not commonly aborted, and patients 
may have such attacks during treatment; the frequency 
and severity of subsequent attacks. were, however, 
lessened in most cases by treatment. Hansen’s bacillus 
was found in skin and nasal smears, taken monthly as 
a routine, in practically all lepromatous cases during the 
first years of treatment. During subsequent years of 
treatment there was an ever-increasing proportion of 
negative smears; after 4 years the proportion was over 
one-half. ‘ 

During the last fiscal year the number of patients 
discharged as arrested cases from the Carville Leprosarium 
was more than double the average for the 10 years before 
the institution of sulphone therapy, and the number of 
deaths was less than half the average for the previous 
years. The population of the institution remained 
stationary during the period under review, and the 
author attributes this record entirely to the beneficial 
effects of sulphone therapy. The number of patients 
at Carville under treatment with promin is given as 163, 
with diasone 122, and with promizole 25. Nineteen 
promin-treated patients in whom the disease was con- 
sidered to be arrested following 12 consecutive months 
of negative bacterioscopy have been discharged. Of 
these, the 5 under observation since discharge have not 
relapsed. Two diasone-treated patients have been 
similarly discharged and have not relapsed. Observa- 
tion since discharge has extended from a few months to 
24 years. A. L. Walpole 


1068. Failure of Streptomycin in the Treatment of 
Leprosy 
T. D. CuttLe. American Journal of the Medical Sciences 


[Amer. J. med. Sci.] 214, 385-388, Oct., 1947. 2 figs., 
5 refs. 
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1069. The Effect of p-Aminobenzoic Acid on Experi- 
mental Typhoid Infection in Mice 
B. M. BLOOMBERG. South African Journal of Medical 


Sciences [S. Afr. J. med. Sci.) 12, 5-15, Jan., 1947. 
4 refs. 


The effect of the addition of 0-01, 0-1, 0-5, and 1% 
p-aminobenzoic acid (PABA) to MacConkey’s agar 
medium on the growth of Bacterium coli and a number 
of Gram-negative intestinal pathogens was investigated. 
Plates were inoculated with loopfuls of 24-hour broth 


cultures and serial tenfold dilutions in saline of each 
culture, and the occurrence and degree of growth after 
48 hours’ incubation compared with that of similar 
inocula on plain MacConkey plates. No growth of any 
species tested occurred on plates containing 1% PABA. 
Bact. coli was unaffected by lower concentrations, but 
Salmonella typhi and S. paratyphi A were markedly 
inhibited by 0-1% and slightly inhibited by 0-01%. 
Other Salmonella and Shigella species were inhibited to 
some extent by 0-1 and 0-5% concentrations. 

In view of these results the influence of PABA on 
experimental infection of mice with S. typhi was studied. 
The M.L.D. was determined (50 millions) and the 
following experiments were carried out on mice infected 
intraperitoneally with one M.L.D.:' Twenty-five mice 
were treated with a course of 8 daily subcutaneous 
injections of 5 mg. PABA at 2-hourly intervals, beginning 
half an hour after infection. This dosage was the 
maximum tolerated by this method. Each injection 
consisted of 0:25 ml. of 2% PABA in 1% NaHCo,. 
Eighteen mice (control group) received a similar series 
of injections of NaHCO, solution only. Observations 
of the incubation and survival periods indicated that the 
PABA was useless and possibly harmful. Other mice 
received similar courses of PABA for 24 days before 
infection. Groups receiving no further treatment 
showed a significantly increased chance of survival, and 
a similar beneficial effect was conferred by daily 
administrations of approximately 50 mg. by mouth for 
2 weeks. The continuation of PABA injections after 
the infecting doses, however, neutralized the benefit 
conferred by their use before infection. 

Hence PABA in non-toxic doses, while enhancing 
resistance in mice to S. typhi infection, can reach only 
blood concentrations which are stimulating rather than 
bacteriostatic to these organisms when they are already 
present. G. T. L. Archer 


1070. Value of Bone-marrow Puncture in the Diagnosis 
of Typhoid Fever in Childhood. (Uber den Wert der 
Knochenmarkspunktion als diagnostisches Hilfsmittel 
beim Typhus abdominalis im Kindesalter) 

K. Rocce. Archiv fiir Kinderheilkunde [Arch. Kinder- 
heilk.| 134, 1-5, 1947. 10 refs. 


In 47 of 185 cases of typhoid fever admitted to the 
children’s clinic in Liibeck, sternal puncture (tibial 
puncture in those under 3) was carried out and the 
material was cultured. Blood and stool cultures and a 
Widal test were also performed as a routine. A positive 
sternal culture was obtained in 60%, and 9 cases had a 
positive sternal culture although other cultures were 
negative and the Widal test was of no value. In the first 
week of illness 4 cultures out of 4 were positive, while only 
19 out of 30 blood cultures were positive. In the second 
week 15 out of 21 sternal cultures were positive, against - 
9 out of 38 blood cultures. During this period, 7 out of 
19 Widal reactions were positive. The author states 
that these figures confirm those of earlier workers, and 
points out that typhoid fever cannot be ruled out if the 
sternal marrow has not been cultured, although all other 
tests may have been negative. J. G. Jamieson 


) 
KS | 
id 
n. 
\ 
| 
or | 
ral 
nt 
the | 
ng. | 
the : 
ses 
one 

SY, 
‘ant 
tive 
fore 
sive 
ever 
was 
ifter 
ome 


324 INFECTIOUS DISEASES 


1071. Do Sul Influence the Clinical and 
Haematological Features of Typhoid Fever in Childhood? 
(Beeinflusst das Sulfonamid das Krankheitsgeschehen 
und das Blutbild des Typhus abdominalis im Kindesalter?) 
H. BrieGer. Archiv fiir Kinderheilkunde (Arch. Kinder- 
heilk.| 134, 33-50, 1947. 4 figs., 25 refs. 


The author treated 41 cases of typhoid fever in children 
aged 6 to 14 years. They were given sulphapyridine, 
0-5 g. six times daily for an average of 8 to9 days. The 
majority of patients began treatment in the second, 
third, or fourth week of the disease. There was no 
control series. He found that the general condition 
was worse than in control cases during the first 3 weeks. 
The drug was badly tolerated, particularly in the second 
week, when every child vomited the sulphapyridine. 
The temperature curves were no different from those 
found in control cases. The typhoid bacilli did not 
disappear from the stools, though there was a diminution 
in the number of stools owing to the disappearance of 
other pathogens. The granulocyte count was not 
affected, but there was a marked increase in the lympho- 
cytes in the third and subsequent weeks, above the usual 
figure. J. G. Jamieson 


SPIROCHAETAL INFECTIONS 


1072. Results of Treponema carateum Inoculations in 
Yaws Patients. (Resultados da inoculacao do Treponema 
carateum em boubaticos) 

A. PapILHA GonyALves. Hospital (Hospital, Rio“de J.] 
31, 35-43, 1947. 2 figs., 8 refs. 


The purpose of this research was to elucidate any 
possible relationship between the morphologically 
identical organisms causing syphilis, yaws, and pinta. 
Data were already available showing the apparent 
absence of cross-immunity between pinta and syphilis, 
following the discovery of 7. carateum in pinta lesions in 
1938. 

The present investigation was concerned with the 
question of cross-immunity between pinta and yaws. 
The author observed the result of inoculating 7. carateum 
into yaws cases, but his investigation was limited by the 
rarity of both pinta and yaws in Rio de Janeiro. The 
same technique of inoculation was followed in all the 
6 cases of yaws subjected to the experiment. Serous 
exudate expressed from pinta lesions was aspirated with 
a tuberculin syringe rinsed in sterile 3% sodium citrate 
solution. The presence of 7. carateum was confirmed 
by dark-ground examination, and a few drops of the 
serum were injected intradermally into the yaws patients 
at one or two sites while some was introduced by scarifica- 
tion of the skin in one or two other areas. Controls 
were carried out by the same technique, with normal 
saline in place of the serum. All the yaws patients had 
skin lesions in which 7. pertenue was demonstrated 
before the first inoculation, but some were inoculated 
again much later when their yaws infection was quiescent. 
All cases had a positive blood Wassermann reaction at 
the time of inoculation, and in some the Kahn and 
Kline reactions were also investigated and were found 


positive. Past or present syphilis was excluded. A 
table summarizes the results of the experiment. Cases 
were kept under observation for periods of 20 days 
(1 case) to 4 months. Including second injections a 
total of 9 were given, and 7 of these gave negative 
results. Two results were positive on the thirty-second 
and thirty-fifth days (the normal incubation period for 
pinta is 20 days). All controls remained negative. One 
of the positive cases was in a yaws patient of 2 months’ 
standing, while in the other the infection was quiescent, 
having been acquired 3 years previously. In both 
positive cases T. carateum was present in the lesions, 
which developed unusually slowly. These skin lesions 
are shown in photographs. 

The absence of an absolute immunity to pinta in cases 
of yaws is thus demonstrated, but, in view of the pro- 
longed incubation period and the gradual evolution of 
the characteristic pinta lesion, it is evident that a partial 
immunity exists. The author favours the view that 
the organisms causing syphilis, yaws, and pinta do in 
fact produce a partial immunity to each other. In 
conclusion he refers to the healing effect of vanadium, 
which was used in treating a case of pinta. 

J.J. Keevil 


1073. Leptospiral Hepato-nephritis. Remarkable Effect 
of Penicillin on the Renal Syndrome; no Effect on Icterus 
or Febrile Relapses. (Hépato-néphrite spirochétosique. 
Action remarquable de la pénicilline sur le syndrome 
rénal; action nulle sur l’ictére et la rechute fébrile) 

R. Moreau, G. Boupin, R. CLeR, and —. GRAVELEAU. 
Bulletins et Mémoires de la Société Médicale des Hépitaux 
de Paris [Bull. Soc. méd. Hép. Paris} 63, 588-590, 
June 27, 1947. 9 refs. 


The authors describe a single case of typical severe 
Weil’s disease with jaundice, enlarged liver, and marked 
symptoms of renal involvement. On the sixth day of 
disease, less than 1 litre of urine containing albumin, 
blood, and casts was passed; blood urea was 210 mg. 
per 100 ml.; the temperature had become subnormal, and 
the patient had entered the typhoid state and was 
dangerously ill. Treatment with penicillin, 200,000 
units, was begun on that day; thereafter 400,000 units 
was given daily up to a total dosage of 2,000,000 units. 
A dramatic change for the better was apparent on the 
second day of treatment. The patient’s temperature 
rose to normal, and his general condition was greatly 
improved. This was evidently due to an effect on the 
renal condition. The output of urine rose to 3 litres a 
day, and after a few days the urine was free from abnor- 
mal constituents. The blood urea concentration fell and 
reached 25 mg. per 100 ml. by the twelfth day of disease. 
On the other hand, the jaundice and liver enlargement 
persisted for the usual period and then slowly regressed. 
They were quite uninfluenced by the penicillin therapy, 
which also failed to prevent the usual recrudescence of 
fever on the eighteenth day of illness. 

The authors consider that the issue would certainly 
have been fatal but for the action of penicillin, though 
they are unable to explain the different effects on the 
liver and kidney. J.C. Broom 
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1074. The Sensitivity of Organisms of the Genus 
Leptospira to Penicillin and Streptomycin 

J. A. H. Wyte and E. Vincent. Journal of Pathology 
and Bacteriology [J. Path. Bact.) 59, 247-254, Jan.— 
April, 1947. 22 refs. , 


Tests were made in vitro of the sensitivity to penicillin 
and streptomycin of 6 strains of Leptospira ictero- 
haemorrhagiae and single strains of 23 other species of 
leptospira of European and Oriental origins. The culture 
medium consisted of 12% rabbit serum in distilled water, 
and the antibiotics were added to give 1 unit or 10 units 
of penicillin or 5 or 50 units of streptomycin per ml. 
The medium was used in 5-ml. volumes, seeded with 1 ml. 
of stock leptospira culture, and incubated at 28° C. for 
3 days before being examined microscopically. Strepto- 
mycin is stable but penicillin deteriorates on incubation, 
so the potency of the penicillin was estimated at the end 
of the experiment and was found to have diminished by 
one-quarter to one-third of its original strength. The 
results of the experiment are shown in the table. 


| 3 Days 
| 
Con- 
Organism _ trol Penicillin | Strepto- 
mycin 
1 10 5 50 
Unit Units Units Units 
L. icterohaemorrhagiae: 
A . | —| — 1 — 
AB | >| —] — 
Vady_.. | — | — | — |] — 
Cockburn —j — 1 — 
L. grippotyphosa .. | — — | <t | — 
L. canicola . | >10; — | — — 
L. sejroe .. . | — 
L. australis a | 2 z 
L. pyrogenes | >101 <1 | — | —] — 
L. hebdomadis .. * 
L. 3705 (Sumatran strain) >10|—j;— 
L. autumnalis |} >10) — — — 
L. rachmat | — | <3 
L.sentot ..  >10) — — 
L. australis b >10) — 
. Samarang ie a 2 2 3 3 
L.naam .. <1 | — —] — 
L. benjamin >10) — — — 
L. javanica | >10}) — | — — 
L. andaman a |} >10}; — — 


Streptomycin, 1 unit=1y. 
Penicillin, 1 Oxford unit=0-6 y approx. 

The figures give the number of living leptospirae per 
1/12-in. dark-ground field. 


A dash indicates no leptospirae, or dead leptospirae only 
seen. 


Growth was markedly diminished in all cases and a 
number of strains were completely inhibited. In most 


cases penicillin was effective in a lower concentration 
than streptomycin. 

The minimum concentration of penicillin which would 
completely inhibit the growth of the more susceptible 
strains was determined in the same way, with 0-025, 
0-05, 0-1, 0-25, and 0-5 unit per ml. As before, the 
potency of the penicillin was estimated at the end of the 
experiment. Considerable variation occurred among the 
strains of L. icterohaemorrhagiae, from the strain AB, 
totally inhibited by 0-05 unit per ml., to the strain 
Wijnberg, incompletely inhibited by 0-5 unit per ml. 

Experiments were also carried out on the therapeutic 
effect of penicillin in guinea-pigs infected with the Cock- 
burn strain (inhibited at 0-1 unit per ml.). The animals 
died unless treatment was begun within 24 hours of 
infection. [This confirms the results of other observers.] 

J.C. Broom 


1075. Weil’s Disease. Observations in Sixty-one Cases, 
with Special Reference to the Use of Penicillin in Six Cases 
H. M. Patterson. Journal of the American Medical 
Association [J. Amer. med. Ass.| 134, 1077-1080, July.26, 
1947. 11 refs. 


The author prefers the term “ leptospirosis”’ to 
** spirochaetal jaundice or Weil’s disease’. Jaundice 
is not a constant feature of this condition, which is 
probably far less rare and serious than statistics indicate. 
Many slight cases are missed through inaccurate 
diagnosis. 

In the author’s series of 61 cases among plantation 
workers in Olaa, Hawaii, only 6 patients were desperately 
ill—enough, however, to prove that there was no lack of 
virulence in the leptospira of this district. No patient 
died, and the remaining 55 were only mildly ill. The 
author attributes these results largely to the treatment 
given, but contends that a number of the mild cases 
would have been misdiagnosed if serological methods 
had not been used. Reliance was placed mainly on 
microscopical agglutination tests on specimens of serum 
taken at weekly intervals during the illness and in the 
convalescent period. In all 61 cases the test was positive 
in dilutions of at least 1 in 300. In all but 5 cases the 
titre was 1 in 1,000 or higher, and in later tests the titre 
rose to 1 in 10,000 or more. Strains other than Lepto- 
spira icterohaemorrhagiae were encountered, for which 
specific antigens must be employed. They are, however, 
rare and of no practical importance. 

Although agglutination tests are necessary for the final 
diagnosis, they do not assist in early diagnosis. A 
positive reaction cannot be expected at the first test, and 
that carried out 7 days later will not show a high titre. 
The diagnosis is not finally established until the fif- 
teenth day in hospital. Clinical signs are therefore of 
vital importance, and may be summarized as follows: 
(1) a general picture resembling moderately severe 
influenza; (2) conjunctival and scleral engorgement, 
without discharge or hypersecretion, the colour of the 
eyes varying from a soiled pink to a cyanotic red. The 
early case shows no jaundice, no haemorrhage, and no 
hepatic or splenic enlargement. A leucocyte count of 
11,000 to 12,000 per c.mm. is usual, but no change in the 
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differential count is noted. The urine may contain a 
slight amount of albumin but no cells or casts. 

In treatment of leptospirosis, sulphathiazole and 
sulphadiazine proved to be useless. Penicillin was given 
to the last 6 cases of the series, from the first day of illness 
in each case. Intramuscular injections of 15,000 units 
of penicillin sodium dissolved in isotonic saline were 
given every 3 hours—from 32 to 53 injections according 
to the condition of the patient. The author is convinced 
that penicillin modified and curtailed the course of the 
disease. For the seriously ill patient penicillin is also 
recommended from the onset, but it is necessary to give 
also whole-blood transfusions from donors who have 
recovered from Weil’s disease. The author quotes 3 very 
toxic cases, with deep jaundice, haemorrhage, and 
vomiting in which transfusions of 300 to 550 ml. of 
citrated immune blood produced dramatic improvement. 
The blood should be Kahn-tested and the titre estimated 
before transfusion. Blood with a titre of as low as 1 in 
100 proved to be very effective in one case. 

It is emphasized that immune serum transfusions are 
not enough. These patients need blood cells in addition 
to antibodies. The general treatment and nursing should 
be as careful and thorough as for typhoid patients. The 
details may be summarized as follows: (1) Fluid intake 
must be adequate. (2) Analgesics for headache and 
bodily pains should be freely given. (3) Enemata are 
best for constipation. (4) Epistaxis (in 33% of cases) 
may require ice compresses or even post-nasal packs. 
(5) All patients receive 2 mg. of vitamin K orally each 
day. If haemorrhage or jaundice appears the vitamin 
is given hypodermically in 10-mg. doses. (6) Ferrous 
sulphate and liver extract are administered routinely by 
mouth [doses not specified]. (7) A high-calorie, high- 
carbohydrate, and high-protein diet should be given with 
liberal additions of mixed vitamins in capsule form. 
(8) The urine is kept acid by means of hexamine, and 
sodium diphosphate is given, gr. 10 (0-6 g.) every 8 hours 
during hospita! stay and for 1 week after discharge. This 
measure helps to destroy the large numbers of lepto- 
spirae which continue to infect the urine for many weeks. 
Eye complications frequently develop from 1 month to 1 
year or more after the acute illness, the commonest being 
iritis, iridocyclitis, and uveitis. 

Personal hygiene should be encouraged among the 
population of endemic areas, although it is not yet known 
exactly how the organism enters the body.’ A protective 
vaccine is urgently required, as well as measures to 
exterminate the rat and mongoose population. This 
latter step would probably result in the disappearance of 
Weil's disease. T. E. Graham 


MALARIA 


1076. An Enquiry on Certain Aspects of Paludrine 

M. K. Arripi, S. P. RAMAKRISHNAN, A. GOSWAMI, and 
M.K. MENON. Indian Journal of Malariology [Indian J. 
Malariol.] 1, 221-229, March, 1947. 3 refs. 


A trial of the therapeutic action of “ paludrine ’’ for 
rural malaria was carried out in two villages near 
Quetta, Baluchistan, during July to October, 1946. 


Cases of fever with malaria parasites in the blood were 
treated in rotation with one of four dosage schemes: 
(A) Paludrine 100 mg. single dose. (B) Paludrine 
300 mg. single dose. (C) Paludrine 100 mg. twice 
daily for 3 days. (D) Mepacrine 300 mg. daily for 
3 days. 

Altogether 563 cases were treated, but complete 
records were available for only 241 cases. There was 
little significant difference in the responses to the four 
treatments. The single-dose treatments with paludrine 
(100 mg. and 300 mg.) both produced clinical cure in 
about 78 to 88% of the cases. The 3-day course of 
paludrine was not significantly superior to the single- 
dose treatments. The mepacrine treatment produced 
clinical responses similar to those after the paludrine 
courses, but recurrences after mepacrine were somewhat 
less common. On account of its convenience it is 
considered that treatment by a single dose of 300 mg. of 
paludrine is the method of choice for malaria under rural 
dispensary conditions in India. F. Hawking 


1077. Causal Prophylactic Substances in Avian Malaria, 
(Uber kausalprophylaktisch bei Vogelmalaria wirksame 
Substanzen) 

W. KikuTH and L. MuDROW-REICHENOW. Zeitschrift 
fiir Hygiene und Infektionskrankheiten [Z. Hyg. InfektKr.| 
127, 151-165, 1947. 7 refs. 


Of antimalarial substances, plasmoquine (pamaquin) 
attacks mainly the sexual forms of the parasite, atebrin 
(mepacrine) the schizonts; neither pamaquin, nor 
mepacrine or quinine, has much effect on the infecting 
forms—the sporozoites; in the authors’ opinion chemo- 
therapeutic activity against sporozoites is an essential 
property of an antimalarial substance. On this ground 
they think that the tests devised by Roehl and Kikuth 
are inadequate: Roehl’s test assesses activity against 
the forms in the blood; Kikuth’s can be used to assess 
activity against either asexual or sexual forms of 
Haemoproteus oryzivorae. 

The authors refer to the evidence that in Plasmodium 
praecox, P. gallinaceum, and P. cathemerium there is a 
series of asexual generations in cells of the reticulo- 
endothelial system. From the injected sporozoites 
‘** E-forms ” develop in the endothelial cells; from these 
macro- and micro-chizonts are developed; from these 
again arise macro- and micro-merozoites; the former 
infect the endothelial cells, the latter infect the blood 
cells. 

A test was therefore devised of injecting canaries 
intramuscularly with a suspension of sporozoites of 
P. cathemerium obtained by grinding up heavily infected 
mosquito salivary glands in physiological saline or 
Ringer’s solution. Almost 100% of injected animals 
developed malaria on about the eighth day after infection, 
and in the first few passages almost all recovered. After 
repeated passage the virulence of the parasite increased 
to such a degree that practically all infected animals died 
between the ninth and twelfth days after infection. To 
give the substances being assessed for antimalarial 
activity the best chance of success, treatment with them 
was given | day before infection, and Continued on the 
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day of infection and on 5 further days (excluding Sundays). 
Blood samples were examined on the eighth day, when 
samples from the controls were invariably positive. 

As judged by this test, mepacrine and pamaquin had 
some slight effect on sporozoites and E-forms; molecular 
variations did not improve results. Stimulated by the 
finding of Salzer, Timmler, and Andersag that 2-methyl- 
3-allyl-4-hydroxyquinoline was very active in Roehl’s test, 
and that y-methoxy substitution improved it, the authors 
examined a number of compounds of the type: 


OH 
\CrHen+1 
CH,O 


In Roehl’s test the compound in which n=7 gives 
the best result; in the test described by the authors that 
with n= 6 (endochin) has a marked effect on sporozoites 
and E forms, far greater than that shown by any other 
compound of this series examined. Like pamaquin all 
these compounds also prevent the ejection of micro- 
gametes and affect Haemoproteus infection in rice- 
birds. Endochin is a whitish powder, insoluble in 
water, given by mouth as a coarsely floccular suspension 
in diglycolmonomethylether and water, or it may be 
injected as a solution in oil or as a suspension in gum 
arabic. It is of low toxicity to rabbits, cats, and canaries 
(canaries withstand 40 mg. per 20 g. body weight by 
mouth 6 days running) when given by mouth; a con- 
centration of 1 in 50 in oil or | in 10 in gum arabic is 
about the maximum practicable for injection. In the 
sporozoite-infectivity test endochin in a dose of 2:5 mg. 
per 20 g. given daily for 7 days delays the attack on the 
red cells for about 5 days as compared with the controls; 
doses of 1-25 mg. per 20 g. have a weaker but demon- 
strable effect: no effect can be shown with similar doses 
of 0-33 mg. per 20 g. If higher doses are used no blood 
infection may occur, and animals so treated, after 
remaining free from circulating parasites for 3 to 5 
weeks, may readily be infected with sporozoites; this 
may be regarded as evidence of failure of the original 
infection to develop. 

If E-forms, blood parasites, or liver suspensions of 
animals infected with sporozoites are used to infect, 
untreated animals die in a few days. Treatment with 
endochin leads to the development of a chronic infection, 
with rare blood forms; E-forms are demonstrable only 
with difficulty.. Pamaquin has a similar effect. Endo- 
chin is more efficient than “ paludrine ’’ in sporozoite 
infections. 

Treatment with endochin may be effective in a shorter 
time: two doses near the maximum tolerated amount, 
or even one dose up to 6 hours before sickle-forms appear 
or just before or just after infection, will prevent the 
disease. Three days after infection endochin reduces 
the severity of the infection but does not lead to cure. 
Sterilization of the circulation can be achieved even 
after the development of a blood infection if treatment 
is prolonged for 6 days. In P. gallinaceum infections in 
fowls endochin delays the onset of blood infection for 


2 or 3 days as compared with the controls, but does not 
cure. Some substances related to endochin reduced 
P. knowlesi infection in Macacus rhesus to a chronic 
infection; experiments with endochin itself could not be 
completed. Endochin has no effect on therapeutic 
benign tertian malaria used for the treatment of general 
paresis or schizophrenia, even when given in doses of 
2-1 to 8-4 g. over 5 days. The authors ascribe this to 
differences in absorption (when given by mouth endochin 
is rapidly excreted, though the routes are not specified) 
and have attempted to improve absorption by esterifica- 
tion of the hydroxyl group. o-Acetyl-endochin had 
about the same effect as endochin in antimalarial tests, 
but had no therapeutic efficiency in man; o-succinyl- 
endochin was more efficient than endochin in all anti- 
malarial tests, but has not yet been tried in human 


infections. 4-Thioendochin had much the same 
properties in antimalarial tests as endochin. 
C. L. Oakley 


1078. Studies on Synthetic Antimalarial Drugs. XVIII. 
The Absorption, Distribution and Excretion of Paludrine 
in Experimental Animals 

A. Spinks. Annals of Tropical Medicine and Parasitology 
[Ann. trop. Med. Parasit.| 41, 30-38, May, 1947. 4 
figs., 13 refs. 


‘ Paludrine ” was given orally to rats in doses of 80 mg. 
base per kilo. Sixteen to 24 hours later the concentra- 
tions were: in blood, 0-67 mg. per litre; in plasma, 
0-16 mg.; in liver, 11-8 mg. per kilo; in lung, 2:2 mg.; 
in spleen, 3-15 mg.; and in kidney, 2-4 mg. Paludrine 


“is rapidly absorbed, but it is less firmly retained in the 


body than mepacrine. After oral administration to rats 
5-3% of the dose appeared in the urine and 12-9% in the 
faeces. Apparently paludrine is mostly metabolized 
in the rat. What excretion there was occurred mostly 
in the first 2 or 3 days. As regards the paludrine excreted 
by the gut, part is excreted in the bile, part directly into 
the small intestine, and part into the large intestine. 
The distribution of paludrine in mice is similar to that 
in rats. For rabbits additional data are available. 
Paludrine appears not to pass into the brain. It reaches 
a high concentration (2 to 4 mg. per litre) in the white 
blood cells, but not so high as mepacrine does. The 
concentration in the white cells is 10 to 100 times that 
in the plasma; the concentration in the red blood cells 
is 4 to 6 times that in the plasma. 

The approximate order of tissue concentration (in 
decreasing magnitude) was: kidney, lung, liver, spleen; 
heart, intestine, pancreas; muscle, fat; brain. After 
oral administration of paludrine to rabbits, about 
8-4% appears in the urine and 13% in the faeces; after 
intravenous administration, about 23% appears in the 
urine and 3-1% in the faeces. The details of catabolism 
of paludrine are not yet known. F. Hawking 


1079. The Rate of Asymptomatic Malarial Infection in 
White and Negro Service Troops Taking Suppressive 
Atabrine 

W. TRAGER. American Journal of Hygiene [Amer. J. 
Hyg.} 46, 336-340, Nov., 1947. 7 refs. 
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1080. The Effect of Intramuscular Injection of Paludrine 
and Mepacrine in Experimental Animals 

J. R. M. Innes. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 41, 46-49, May, 
1947. 3 figs., 2 refs. 


The solutions used in these studies were “* paludrine ” 
lactate and mepacrine methane sulphonate, each con- 
taining 10% of the respective base. Injections were 
made into sheep, calves, dogs, and rabbits. The doses 
ranged from 20 to 50 mg. in rabbits and 50 to 400 mg. in 
the larger animals. The animals were killed at con- 
venient periods between 3 and 28 days and the sites of 
injection were examined by the usual histological methods. 
Except for the yellow staining produced by mepacrine 
there were no differences in kind or degree in the lesions 
produced. At the site of injection there was a sharply 
delimited large irregular focus of myonecrosis with the 
expected concomitant sequelae of haemorrhage, oedema, 
and polymorphous inflammatory cell exudate; later, as 
repair occurred, there was a fibroblastic proliferation 
with the production of scar tissue (which would usually 
be unimportant). The trauma involved small vessels 
and nerves. There is agreement with the recommenda- 
tion made by the abstracter (Brit. med. J., 1945, 2, 198) 
that mepacrine (and now paludrine) should not be 
injected intramuscularly unless it is impracticable to give 
it by mouth. It is considered that, if paludrine is 
injected at all, the intravenous is preferable to the intra- 
muscular route. Intramuscular injection is likely to be 
somewhat painful. If the usual precautions for sterility 
are taken, there should be no ulceration. The drug 
should not be injected near blood vessels or nerves. 

F. Hawking 


1081. Studies in Human Malaria. I. The Protective 
Action of Sulfadiazine and Sulfapyrazine against Sporo- 
zoite-induced Falciparum Malaria 

G. R. Coatney, W. C. Cooper, M. D. Youna, and S. B. 
MCLENDON. American Journal of Hygiene {Amer. J. 
Hyg.] 46, 84-104, July, 1947. 17 refs. 


The effect of sulphadiazine in bird malaria (sporozoite- 
induced gallinaceum malaria in the domestic fowl) had 
been demonstrated in 1942 by the authors. This and the 
subsequent article give a very full account of the trial 
of sulphonamides in human malaria. In 1939 Sinton, 
Hutton, and Shute had shown that “ proseptasine ” 
(N‘-benzylsulphanilamide) had some causal prophy- 
lactic effect against a Rumanian strain of Plasmodium 
falciparum. While the experiments described in this 
report were being carried out, Fairley, in 1945, described 
his experiments in Australia, in which sulphadiazine, 
sulphamerazine, and sulphamezathine, given in a dosage 
of 1 g. daily for 23 days after exposure, suppressed and 
cured malaria (New Guinea strains of P. falciparum) in 
17 out of 21 volunteers. The authors carried out their 
experiments on 111 subjects—58 white and 53 negro— 
from mental hospitals. The McLendon strain of 
P. falciparum was used in the experiments, and the 
mosquitoes employed were Anopheles quadrimaculatus. 
Treatment was given to 75 patients (40 white, 35 negro), 


and 36 (18 white, 18 negro) served as controls. Sulpha- 
diazine and sulphapyrazine were given and parallel 
groups of treated and control patients were bitten by the 
same infected mosquitoes, blood smears and temperatures 
being studied later; 38 infections developed in the treated 
patients and 32 in the controls. 

Sulphadiazine in a dosage of 12 g. per day, continued 
for 46 hours after exposure, and producing blood con- 
centrations of over 20 mg. per 100 ml., did not act as a 
causal prophylactic. However, the pre-patent and in- 
cubation periods were doubled. The pre-patent periods 
ranged from 13 to 56 days, with a mean of 24-44 1-6 
days, while the first fever was recorded 12 to 57 days 
after exposure, with a mean of 24-4+2-04 days. This 
compared with pre-patent periods in the controls of 
from 9 to 13 days, with a mean of 11-06+0-21 days, 
Sulphadiazine given in different dosage levels had 
comparable effects. For example, 4 g. daily for 6 days 
after exposure or 2 g. daily for 5 or 10 days produced 
only delay of the patent infection. Sulphadiazine had 
a protective or suppressive action. The minimum 
effective dose was about 0-5 to 1 g. daily given for 42 
days after exposure. This prevented patent parasitaemia 
and clinical symptoms. The minimum effective blood 
concentration was approximately 1 mg. per 100 mi. 
Similar results were obtained with sulphapyrazine. 
Side-effects were notably few (slight renal complications 
only in high dosage and 2 cases of drug fever). 

R. Wien 


1082. Studies in Human Malaria. II. The Suppressive 


™ Action of Sulfadiazine and Sulfapyrazine agaiast Sporo- 


zoite-induced Vivax Malaria (St. Elizabeth Strain) 

G. R. Coatney, W. C. Cooper, M. D. YOunG, R. W. 
BurGess, and R. G. SMARR. American Journal of 
Hygiene [Amer. J. Hyg.] 46, 105-118, July, 1947. 1 fig., 
28 refs. 


Vivax malaria presents far more resistance to drug 
treatment than falciparum malaria. Work by Fairley 
in 1945 had shown that neither sulphadiazine, sulpha- 
merazine, nor sulphamezathine in doses of | g. daily 
for 23 days gave permanent protection against a New 
Guinea strain of Plasmodium vivax. In these studies 
22 subjects from mental hospitals were treated with 
sulphadiazine and 10 with sulphapyrazine, while 17 were 
used as controls. The St. Elizabeth strain of P. vivax 
was used, and insectary-reared Anopheles quadrimaculatus 
were used for transmission of the parasites. A typical 
test was performed on 15 men: 2 groups of 5 each were 
given medication and 1 group of 5 served as a control. 
In subjects who developed malaria, temperature and 
pulse-rate records were made every 4 hours. After 
therapy with the drugs (quinine and mepacrine were 
also used for comparison) patients remained under 
clinical observation with frequent blood smears to 
detect relapses. 

Sulphadiazine, in doses up to 3 g. daily for 6 weeks 
after exposure, failed to prevent or to eradicate infection 
with the St. Elizabeth strain of P. vivax. When blood 
concentrations above 5 mg. per 100 ml. were maintained, 
however, the drug was definitely suppressive, delaying 
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attacks of malaria until after cessation of treatment, and 
in 4 out of 5 subjects it prolonged the latent period so 
that malaria did not appear until 9 to 11 months after 
exposure. On lower-dosage schedules (1 and 2 g. 
daily) the majority of subjects developed parasitic and 
clinical attacks during treatment. There appeared to 
be a definite correlation between the concentration of 
sulphonamide in the blood and protective action. In 
10 patients with mean concentrations below 3 mg. per 
100 ml. all but 1 developed parasitic and clinical attacks 
during the period of drug administration. Of 7 subjects 
with levels of 3 to 5 mg. per 100 ml. 5 had symptoms. 
Of 5 patients with mean levels above 5 mg. per 100 ml. 
none had any symptoms while receiving treatment with 
the drug. Sulphapyrazine, given in doses of either 
0-5 or 1 g. daily, had no suppressive action against vivax 
malaria. Sulphadiazine and sulphapyrazine were 
relatively poor suppressors of vivax malaria compared 
with quinine and mepacrine. R. Wien 


1083. Studies in Human Malaria. III. The Therapeutic 
Effect of a Phenanthrene Amino Alcohol, NIH-204 
(SN-1796), in Vivax, Falciparum, and Quartan Malaria 
W. C. Cooper and G. R. CoATNEY. American Journal 
of Hygiene [Amer. J. Hyg.| 46, 119-131, July, 1947. 
2 figs., 2 refs. 


A summary is given of previous experimental work 
on this compound, 9-(2-diamylamino-1-hydroxy-ethyl) 
1,2,3,4 - tetrahydrophenanthrene hydrochloride. In 
therapeutic tests against blood-induced gallinaceum 
malaria its minimal effective dosage was 0-0625 mg. per g. 
twice daily, or four times that of quinine. Even at the 
maximum tolerated dose it was not a causal prophylactic 
against sporozoite-induced gallinaceum infections. In 
this respect it behaved like quinine and mepacrine. The 
drug was poorly and erratically absorbed, and in 
anaesthetized dogs 5 to 10 mg. per kilo intravenously 
caused lowering of blood pressure, vomiting, and 
diarrhoea; oral doses up to 150 mg. per kilo were well 
tolerated. Administration to Macacus rhesus monkeys 
in oral doses up to 300 mg. per kilo daily for 6 days 
produced transient pilomotor stimulation but no 
permanent ill effects. 

The studies under consideration dealt with trials on 
47 patients from a mental hospital. Plasmodium vivax, 
P. malariae, and P. falciparum were employed; 4 subjects 
were infected by the intravenous inoculation of infected 
blood, while the remainder were infected by the: bites of 
Anopheles quadrimaculatus mosquitoes. Attacks were 
treated early but not until the development of a definite 
paroxysmal rhythm; relapses were treated immediately 
after the first febrile paroxysm, provided that parasites 
could be demonstrated in the blood smear. Frequent 
determinations were made of rectal temperatures, -and 
blood-smear examinations started shortly after the 
introduction of parasites were continued well beyond 
the end of treatment. 

_ The drug was found to be therapeutically effective 
in terminating acute attacks of vivax (doses of | g. daily 
terminated the early acute attacks and induced prolonged 
latency), falciparum, and quartan malaria, but it did not 


completely eradicate sporozoite-induced infections caused 
by either P. vivax or P. falciparum. The compound had 
an antimalarial activity somewhat less than that of 
quinine against the erythrocytic forms of P. vivax. It 
was, however, inferior to mepacrine; mean parasite 
clearance times were 4 days and 3-2 days respectively, 
while intervals before relapse were 21-4 and 48-2 days 
respectively. The failure to cure sporozoite-induced 
vivax malaria most probably reflects inactivity against 
the non-circulating or tissue stages of the plasmodium. 
The compound was effective against the erythrocytic 
forms of P. malariae, but it failed to cure malaria due to 
the McLendon strain of P. falciparum. 

The compound is of no real value in malaria therapy, 
and is not without certain toxic side-effects. Symptoms 
were noted in the majority of the patients. Nearly all 
of them displayed lowering of the threshold of pilomotor 
stimulation (goose-pimpling and slowing of the pulse 
were very marked in some individuals), although blood- 
pressure changes were not striking. Most of the patients 
also showed a symptomatic bradycardia. Other symp- 
toms, such as dysuria and slight haematuria, were 
observed. It is suggested that these symptoms might be 
related to disturbance of the autonomic nervous system. 

R. Wien 


1084. Studies in Human Malaria. IV. The Suppressive 
Action of a Phenanthrene Amino Alcohol, NIH-204 
(SN-1796), against Sporozoite-induced Vivax Malaria 
(St. Elizabeth Strain) 

G. R. Coatney, W. C. Cooper, M. D. YOUNG, and R. W. - 
BurGess. American Journal of Hygiene [Amer. J. Hyg.] 
46, 132-140, July, 1947. 2 figs., 2 refs. 


Although NIH-204 (SN-1796) has been shown in 
preceding papers to be inferior to mepacrine and quinine 
as a suppressive agent in malaria, it was still promising 
enough in 1943 to warrant testing as a protective agent. 
Thirty patients from a mental hospital were infected 
with P. vivax by Anopheles quadrimaculatus mosquitoes. 
A technique of interrupted feeding was employed in 
which treated subjects and corresponding controls were 
bitten by the same mosquitoes. Ten patients were 
given the compound in a daily dosage of 0-3 g. for 2 days 
before, 7 days during, and 28 days after the exposure 
period. In the exposure period each man was bitten 
by 3 to 7 infected mosquitoes on each of 3 separate days, 
spaced over 1 week. Ten patients were given mepacrine 
in a daily dosage of 0-1 g. for 8 days before, 7 days 
during, and 28 days after the exposure period, and 10 
patients served as controls. The controls all developed 
early attacks of malaria, with parasites in the blood and 
fever 14 to 18 days after exposure. Both the new com- 
pound and mepacrine effectively suppressed erythrocytic 
parasitaemia and clinical manifestations, but all of the 
subjects eventually experienced delayed primary attacks 
6 to 10 months later. The ability of the compound to 
suppress vivax malaria was consistent with its activity 
in therapeutic trials against acute attacks. 

It resembles other drugs which are active against the 
blood forms of P. vivax but which are unable to destroy 
the persistent tissue forms responsible for relapse. 
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Toxic side-reactions were observed, and on account of 
these reactions, and also. because better antimalarial 
drugs are available, this new compound is not 
recommended for field suppression of malaria. 

R. Wien 


1085. Studies in Human Malaria. VY. Homologous 
Strain Superinfection during Latency in Subjects with 
Sporozoite-induced Vivax Malaria (St. Elizabeth Strain) 


W. C. Cooper, G. R. CoATNeEy, and D.S. RuHE. Ameri-~ 


can Journal of Hygiene [Amer. J. Hyg.] 46, 141-148, 
July, 1947. 1 fig., 19 refs. 


The rationale of homologous superinfection in malaria 
as a test for prophylaxis or cure rests on the concept 
that immunity to malarial parasites persists only briefly 
after their disappearance in the host and is characterized 
by a marked strain-specificity, as well as the fact that 
chronic latent malarial infections display a high degree 
of response to reinfection. 

Since the appraisal of a new antimalarial drug can be 
very tedious when the infecting parasite, such as the 
St. Elizabeth strain of Plasmodium vivax, shows a pro- 
longed latency, attempts were made to secure earlier 
information by observing results of the intravenous 
inoculation of homologous-strain parasites. In 14 out 
of 15 subjects, after the intravenous inoculation of 50 
million homologous-strain parasites [this moderately 
heavy infection should make any demonstration of 
resistance convincing, and is comparable with that 


_ commonly used for the initiation of malaria in the 


treatment of general paresis], superinfections occurred, 
manifested by acute attacks of malaria 4 months after 
first exposure to infection with P. vivax. The inocula- 
tions were carried out during a period of latency, 
which in 10 of the subjects resulted from complete 
suppression of their earlier attacks by mepacrine and 
the new compound, SN-1796. Those who developed 
superinfections showed subsequently late attacks which 
apparently resulted from the coexistent sporozoite 
infections. The average time of onset of these late 
attacks was similar to that in subjects who had not 
received superinfections. R. Wien 


TRYPANOSOMIASIS: 


1086. Observations on Trypanosomiasis in the Belgian 
Congo 

L. M. J.J. VAN Hoor. Transactions of the Royal Society 
of Tropical Medicine and Hygiene [Trans. R. Soc. Trop. 
med. Hyg.| 40, 728-761, July, 1947. 28 refs. 


The sterilization of the human reservoir of trypano- 
somes has been the principal object of the Congo Medical 
Service for many years. Results reveal a tendency for 
about 0-25% of the population to remain infected; this 
is related to the resistance of the trypanosomes to treat- 
ment, not only with quinquivalent arsenicals but also 
with antimony and organic drugs. 

Strains of trypanosomes from the endemic foci show 
variation in drug resistance, virulence, and cyclical 
transmissibility. Drug resistance has been found to 


occur naturally to tryparsamide, and more rarely to 
“* Bayer 205 ” (suramin) and tartar emetic. Subcuratiye 
doses also render a trypanosome resistant against any 
given drug. Observations suggest that it is the less 
resistant trypanosomes which are transmitted best by 
the tsetse. Experiments show that successive cyclical 
transmission assures the stabilization in trypanosomes of 
a uniform degree of resistance to tryparsamide. In the 
endemic foci a continuous increase is observed of the 
percentage of strains resistant to “ atoxyl”’ and trypars- 
amide. A general chemoprophylaxis has therefore been 
decided upon, by preventive injections of Bayer 205, 
pentamidine, and propamidine. A single dose of 25 mg, 
of Bayer 205 per kilo protects for 3 months; one dose of 
5 mg. of pentamidine isethionate per kilo given by 
intramuscular injection in 1 in 25 solution can protect 
for 6 months; a similar single dose of propamidine also 
gives protection for 6 months but its use is associated 
with certain toxic reactions. Complete eradication of 
sleeping sickness has been obtained in some foci by 
systematic treatment of all the patients; it is hoped that 
a similar result can be achieved by preventive injections, 

A strong tryparsamide resistance is denoted when 
examination of the blood and lymph-node juice is 
positive 48 hours after the maximum tolerated dose; 
other drugs are then employed, such as “ melarsen” 
oxide and p-arsenoso-phenylbutyric acid; the latter is 
given in doses of 0-4 to 1 mg. per kilo daily for 14 days, 
but it is ineffective in advanced cases with pathological 
changes in the cerebrospinal fluid. Melarsen oxide is 
given by mouth in doses of 150 mg. daily for an adult 
or by intravenous injection of 25 mg. a day or on alter- 
nate days for 15 doses; this is effective in advanced cases 
with trypanosomes resistant to tryparsamide. - 

The importance of the animal reservoir of trypanosomes 
cannot be underestimated. Experiments are described 
showing that T. gambiense is cyclically transmissible in 
dogs, pigs, and goats, and in the Cephalophus genus of 
antelope. The pathogenicity of 7. gambiense shows wide 
variations; trypanosomes of low virulence are found to 
be in the majority in new foci and are easily transmitted 
by the tsetse; very virulent strains cause sporadic cases 
in which the clinical picture resembles that of an infection 
by 7. rhodesiense, and these strains are associated with 
high resistance to tryparsamide and a low cyclical 
transmissibility. The pathogenicity of 7. brucei varies 
in different species of animals; there is no evidence that 
it can become pathogenic to man. Experimental 
evidence is given showing that the infectivity of T. 
gambiense, transmitted by the tsetse, for any given host 
can be lost in the course of its adaptation to one host or 
to many different hosts. Immunity produced by 
liberation of antigens from trypanosomes has been 
demonstrated, but is feeble, uncertain, and of short 
duration. 

The transmissibility index varies widely in patients at 
the moment of diagnosis. It reaches its maximum in 
the first period of the disease when the flagellates are 
abundant in the blood, and diminishes subsequently to 
nil when the patient passes into the chronic stage. The 
index bears no relation to the morphology of the 
trypanosome. F. C. Collingwood 
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1087. Intensive Tryparsamide Therapy in the Treatment 
of Trypanosomiasis 

A. F. Fowter. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. R. Soc. Trop. 
med. Hyg.) 40, 763-770, July, 1947. 


The out-patient treatment at Tamale Hospital, Gold 
Coast, of advanced trypanosomiasis with 12 injections 
of tryparsamide at weekly intervals has often resulted in 
a number of the patients failing to attend hospital to 
complete treatment. This is largely because many of 
these patients are migrant labourers. The author 
therefore carried out two small-scale experiments with 
intensive therapy. 

The first series of cases numbered 72, in 56 (77:7%) of 
which involvement of the central nervous system was 
shown by an increased cellular content of the cerebro- 
spinal fluid with or without an increase in protein and 
the presence of trypanosomes. All cases were admitted 
to hospital. An adult weighing 40 to 50 kg. was given 
about 2 g. of tryparsamide dissolved in 2 pints (1-14 litres) 
double distilled sterile water daily for 6 to 9 days by 
intravenous drip into the forearm at a rate of 40 drops 
a minute. It was often necessary to stop treatment for 
a day or two during the course on account of pyrexia, 
which was sometimes very high and was probably due to 
the impossibility of obtaining pyrogen-free water. Optic 
neuritis developed in 8 cases during treatment; on 
stopping the tryparsamide therapy and giving intravenous 
sodium thiosulphate daily for 4 to 5 days, visual acuity 
improved in 5 of these patients so that they were able later 
to resume their normal occupation. Eleven patients 
died during treatment; 39 cases were followed up over a 
varying period up to 24 months, and of these 32 were 
apparently cured, 4 were improved, and 3 derived no 
benefit. The author does not recommend this treatment 
because of the high mortality rate. 

In the second series of cases, 13 patients attending the 
out-patient department were given daily injections of 
10 ml. tryparsamide solution. Smaller doses were given 
over a longer period than in the first series. [The daily 
dose is not stated, nor the number of days of consecutive 
treatment.] The author recommends a total of 14 to 16 g. 
of tryparsamide for an adult weighing 50 kg. and with 
moderately advanced involvement of the nervous system. 
All patients had involvement of the central nervous 
system. No deaths occurred as the result of treatment 
and all cases showed clinical improvement. There was 
1 case of optic neuritis. Only 3 cases were followed up, 
and when seen about 10 months later they appeared to 
be cured. The author rightly points out that the number 
of cases is too small to provide material from which 
conclusions of value can be drawn. F. C. Collingwood 


1088. The Serum-—Formalin Reaction in Trypanosoma 
rhodesiense Sleeping Sickness 


L. O. C. Cookson. Journal of Tropical Medicine and 


Hygiene [J. trop. Med. Hyg.| 50, 134-140, July, 1947. 
6 refs. 

_ The author investigated the serum-formalin reaction 
in trypanosomiasis due to Trypanosoma rhodesiense. To 
I ml. of serum in small test-tubes 2 drops of commercial 
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formalin were added. A positive gel occurred if the 
fluid did not run out when the tube was tilted. A 
positive serum-formalin reaction was considered to be 
present when the gel became opalescent. Three degrees 
of positivity were recognized, depending on whether the 
gel was slightly, strongly, or completely opalescent. 
Three groups of cases were investigated. Group A 
consisted of 75 Army recruits from areas free from 
tsetse fly, healthy except for a high incidence of hook- 
work infestation and schistosomiasis. Neither gel nor 
opalescence occurred in any of the cases. A similar 
group of 15 recruits from tsetse-fly areas comprised 
Group B. Gel formation was found in 6, and of these 
5 showed slight opalescence. The author suggests a 
previous suppressed attack of trypanosomiasis as a 
possible cause. Group C comprised 11 patients under 
treatment for other conditions. Gel formation and slight 
opalescence occurred in 3 cases of open pulmonary 
tuberculosis and in 1 case of tropical pyomyositis of 
3 months’ duration. Group D consisted of 18 cases of 
proved 7. rhodesiense sleeping sickness, the’ duration of 
illness ranging from 2 weeks to over 3 months. Gel 
formation and varying degrees of opalescence occurred 
in all but 2 cases, in 1 of which the duration of illness was 
only 2 weeks. The author considers that under field 
conditions in doubtful cases where blood slides and 
gland juice are both negative the serum-formalin test 
should be carried out. A positive result may indicate 
trypanosomiasis and warrants further observation of the 
patient. J. L. Markson 


OTHER PROTOZOAL INFECTIONS 


1089. Observations on the Use of Sodium Antimony 
Gluconate (Sodium Stibogluconate) in the Treatment of 
Kala-azar 

R. Kirk and M. H. Sati. Annals of Tropical Medicine 
and Parasitology {Ann. trop. Med. Parasit.| 41, 14-21, 
May, 1947. 8 refs. 


The intensive treatment of 36 cases of Sudanese kala- 
azar with sodium antimony gluconate is described. All 
but 2 cases were treated at Gedaref Civil Hospital, and 
were a random sample showing all degrees of severity. 
Infection was proved in every case by lymph-node or 
splenic puncture. The drug was administered intra- 
venously in doses of 6 ml. of either a weak solution 
containing 20 mg. of antimony per ml., or a strong 
solution containing 100 mg. of antimony per ml. 

The first series of 12 cases was treated with the weak 
solution [equivalent in strength and composition to 
** solustibosan ’’]. Two, three, or four courses consisting 
of ten daily injections were given, separated by rest 
periods varying from a few days to a month. Eight 
patients were apparently cured, remaining free from 
relapse during observation for 7 to 24 months; 6 of 
them showed well-marked dermal eruptions. The 
remaining 4 patients died; 2 were moribund on admission 
and died after seven injections, and 2 died, still heavily 
infected, after considerable treatment. In the second 
series of 10 cases, also treated with weak solution, 
the time between injections was reduced, two, three, or 
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four doses being given each day. Nine patients were . 


cured, 2 of them by a single course of twenty injections 
given in 5 days. Three cases developed well-marked 
skin rashes, 2 more were slightly affected. One patient 
died of double pneumonia 9 days after completion of 
the course. The third series (14 cases) was treated with 
the strong solution. Most patients received four daily 
doses of 6 ml., followed by two further doses after an 
interval of 10 to 14 days. Thirteen were cured, including 
2 who received the full course of six injections on con- 
secutive days. Four patients developed inconspicuous 
skin eruptions. One patient, aged 4, moribund on 
admission, received four full doses of drug and then 
developed cancrum oris and an aural discharge and died 
a few days later. 

Toxic effects of the drug were negligible. One patient 
treated with the weak solution had rigors after the 
second, third, and fourth injections [see Abstracts of 
World Medicine, 1948, 3, 223], and 1 receiving the strong 
solution had transient cough and tightness behind the 
sternum after each of the first three injections. Of the 
6 deaths, 3 were caused by pneumonia, but as this is a 
frequent complication of kala-azar the antimony treat- 
ment could not be held responsible. 

It is considered that the second and third series, in 
which intensive dosage was used, showed a rapid response 
to treatment unusual in Sudanese kala-azar. Patients 
were kept in hospital for a considerable time in order to 
ensure adequate observation, but effective treatment was 
completed in some cases in as little as 5 days. These 
results were due to the intensive treatment, which also 
may have avoided the development of antimony- 
resistance. The authors consider that the low toxicity 
of the drug and its ease of administration may enable 
it to be issued with safety for use in rural hospitals and 
dispensaries in the Sudan. L. G. Goodwin 


1090. Neuropathy after Stilbamidine: Treatment of 
Kala-azar 

P. J. COLLARD and W. H. HarGreaves. Lancet [Lancet] 
2, 686-688, Nov. 8, 1947. 10 refs. 


1091. A New Synthetic Drug in the Treatment of Giardia 
Infection. (Sur lutilisation d’un nouveau médicament 
synthétique dans le traitement de la lambliase) 

J. SCHNEIDER and M. UzaAn. Bulletin de la Société de 
Pathologie Exotique {Bull. Soc. Path. exot.| 40, 155-156, 
May-June, 1947. 3 refs. 


Sontoquine (3-methyl - 4- diethyl - amino - isopenty] - 
amino-7-chloroquinoline) here termed nivaquine, has 
been used in the treatment of 16 cases of giardiasis. The 
dose for adults and children over 10 years was 0-3 g. of 
the dihydrochloride daily for 5 days; children under 
10 years of age received half the dose. In only 1 case 
was there evidence of gastric trouble, which was over- 
come by a diet rich in carbohydrates. Thirteen patients 
were cured by one course, 2 others by two courses; 1 
patient, a woman infected with Trichomonas and various 
worms, resisted. Five patients had previously failed 
to react to mepacrine. G. M. Findlay 


FUNGUS INFECTIONS 


1092. Influence of Methylene Blue on the Action of 
Sulphadiazine on the Development in vitro of Para- 
coccidioides brasiliensis. (Influéncia do azul de 
metileno na acao da sulfadiazine “in vitro’’, sobre o 
desenvolvimento do “ Paracoccidioides brasiliensis” 
(Splendore), Almeida 1929) 

J. PELLEGRINO. Hospital (Hospital, Rio de J.\ 31, 867- 
874, June, 1947. 3 figs., 14 refs. 


The discovery by Thatcher of the synergistic action 
between sulphonamides and certain dyes against Gram- 
negative bacteria (Science, 1945, 102, 122) is here applied 
to the problem of effective treatment in cases of Para- 
coccidioides brasiliensis infection. Two type-cultures of 
the organism were sown on Sabouraud’s glucose alone 
as a control, on the same medium with 1 in 400,000 


Evans’s methylene blue added, on this medium with — 


sulphadiazine in amounts varying from 5 mg. to 40 mg. 
per 100 g. together with the dye, and in a fourth series of 
tubes containing the same amount of sulphadiazine but 
no dye. A total of 140 cultures was made at room 
temperature and examined for 35 days. By then all 
colonies had appeared and were practically circular, 
making it simple to calculate their surface area. The 
results for each type-culture are given graphically in two 
charts, which are practically identical. These show the 
surface area, after 30 days in 1 case and 35 in the other, 
in each of the four culture media. The 5 mg. of sulpha- 
diazine did not inhibit but actually encouraged growth, 
but this concentration did inhibit growth when 1 in 
400,000 methylene blue was also present, and _ this 
inhibition exceeded that of methylene blue used alone; 
when, however, the concentration of sulphadiazine was 
itself adequate to effect inhibition (above 10 mg. per 100 
g.) the addition of methylene blue did not increase this 
effect. The author states that he is well aware of the 
fallacies of in vitro experiments when applied in vivo, but 
considers it significant that a low concentration of sulpha- 
diazine encourages growth, since he points out that it is 
precisely this low concentration which is often achieved 
therapeutically when physicians are reluctant to use more 
than minimal doses owing to the prolonged character of 
the illness. He advises medium doses, and concludes 
that methylene blue might well be combined with 
sulphadiazine when minimal doses are used and when 
employing specific antimycotic vaccine. J.J. Keevil 


1093. Disease Experimentally Produced in a Rabbit by a 
Candida albicans, the Probable Agent of a Pulmonary 
Mycosis. (Etude de la maladie expérimentale d'un 
lapin provoquée par un Candida albicans agent probable 
d’une mycose pulmonaire) 

Ge SEGRETAIN. Annales de I’ Institut Pasteur [Ann. Inst. 
Pasteur) 73, 674-677, July, 1947. 5 figs. 


The author reports the case of a man who had suffered 
for 18 years from repeated slight haemoptyses and pro- 
fuse morning expectoration; from his sputum a fungus 
identified as Candida albicans was recovered. No acid- 
fast bacilli were demonstrated in the sputum. Rabbits 
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injected intravenously with cultures of this fungus 
sickened on the second day and died on the third; post 
mortem, the lungs were congested and the kidneys rather 
large. Histologically the lungs showed numerous 
polymorphonuclear leucocytes; demonstration of the 
fungus was difficult. Sections of the kidneys showed 
cortical nodules consisting of fungus filaments, or 
variously shaped fungus hyphae, occasionally surrounded 
by a mononuclear inflammatory zone; similar lesions 
were found in the liver. The fungus was demonstrable 
only with difficulty in the spleen, where the filaments were 
surrounded with a substance, possibly secreted by the 
fungus, stainable with orange G. C. L. Oakley 


1094. Mucormycosis of the Central Nervous System 
Associated with Hemochromatosis. Report of a Case 

P. M. LeCompte and W. A. MEISSNER. American 
Journal of Pathology [Amer. J. Path.) 23, 673-677, 
July, 1947. 3 figs., 12 refs. 


A white male aged 57 years was admitted to the U.S. 
Veterans’ Hospital, West Roxbury, Mass., in a semi- 
comatose state and died within 2 days. The main 
clinical features were a left-sided hemiplegia, uncon- 
trolled diabetes, and an inflammatory condition of the 
right eye, the pupil of which was larger than that of the 
left eye. At necropsy, besides the eye condition, there 
were multilobular cirrhosis of the liver, haemochromatosis, 
and meningo-encephalitis. The brain on section showed 
“ cuffing ’”’ of the vessels associated with the presence of a 
large branching non-septate fungus having a marked 
propensity for growing in the blood-vessel walls and 
lumina and evoking a polymorphonuclear reaction. 

The only 4 cases of mucormycosis in the American 
literature all had uncontrolled diabetes, orbital infection, 
and meningo-encephalitis with a large branching non- 
septate fungus. On this basis the authors believe that 
their case is probably one of mucormycos's. 

[It is unfortunate that a culture was not obtained at 
necropsy and the diagnosis confirmed.] 

R. B. T. Baldwin 


1095. Madura Foot (Mycetoma).. First Report from the 
Isthmus of Panama 

C. CALERO. Archives of Dermatology and Syphilology 
[Arch. Derm. Syph., Chicago] 55, 761-771, June, 1947. 
6 figs., 27 refs. 


The author describes a case of Madura foot in a white 
farmer living in the town of his birth. The patient, 
aged 43, who wears sandals at work, gave a 4-years 
history of the disease, which began shortly after a severe 
blow on the left ankle. From the clinical description 
and from a photograph this appears to be a typical case, 
many nodules and sinuses being present and the foot 
greatly increased in circumference. A radiograph 
showed great density of the soft tissues, while necrosis 
of the os calcis and general osteoporosis of the foot bones 
were detectable. Examination of the whitish-yellow 
granules showed characteristic actinomycotic forms of 
ray fungus, with club-shaped specimens at the periphery 
and filaments in the centre, the organism being successfully 


grown on Sabouraud’s medium both at 28°C. and at 
37° C., and also isolated in pure culture. Subcutaneous 
inoculation in rabbits and white rats of a normal-saline 
suspension of a pure culture caused formation of nodules 
in each case; intraperitoneal and intravenous inoculation 


failed to reproduce the disease. 


After 3 weeks of treatment with sulphadiazine in 1-g. 
doses 4-hourly day and night, there were definite signs 
of improvement. After 74 weeks (212 g. having been 
given) it was necessary to stop the drug because of severe 
toxic symptoms—anorexia, insomnia, severe vomiting, 
and itching dermatitis. After 7 days’ rest sodium 
propionate, 1 g. 4-hourly, increased after 4 days to 2 g. 
4-hourly, was given. This drug also had to be stopped 
owing to toxic symptoms and deterioration in the local 
condition of the foot; the patient declined further 
treatment and left hospital. The author is convinced 
that the sulphonamides are the drugs of choice, and in 
early cases will cure the infection. No surgical treatment 
was given. C. F. Shelton 


HELMINTH INFECTIONS 


1096. Treatment of Schistosomiasis Mansoni with 
Stiboplex ’’. (Tratamento da _ esquistosomiase de 
Manson pelo stiboplex) 
L. C. TAVARES DA SiLvA. Revista Brasileira de Medicina 
[Rev. brasil. Med.] 4, 513-517, July, 1947. 3 figs., 
4 refs. 


Four cases of the hepato-splenic type of schistosomiasis 
mansoni at the stage of cirrhosis were treated with 
“* stiboplex III” (a proprietary organic salt of antimony 
made in Brazil), whose chemical analysis and physical 
properties are given. The reports show that splenectomy 
was first performed in each case and a course of stiboplex 
was initiated after an interval varying from 19 to 65 days. 
Injections were intravenous, and it was noted that any 
leakage caused a severe reaction. The initial dose was 
2 ml. of the commercial solution [strength not stated]. 
The interval between injections varied, but averaged 
3 days, and tended to increase with the larger doses 
towards the end of the course; in 1 case, however, 
injections were given daily for 10 days, the patient being 
discharged, apparently cured, 6 weeks after splenectomy ; 
in general the dose was increased by 1 ml. at each injec- 
tion to a maximum of 7 ml. Treatment was sometimes 
supplemented by daily injections of 2 ml. of hypertonic 
glucose-saline and administration of vitamin C and B 
complex. There was generally a febrile reaction to the 
early injections, accompanied by headache and somatic 
pains, the severity varying with the degree of infestation. 
This was reflected in the blood counts, which revealed a 
marked eosinophilia rising, for example, from an initial 
6 to 42% and even reaching 61%. Later injections were 
given with the patients ambulant. Stools were found to 
be negative after an interval varying from the sixth to the 
eighth injection. In vitro experiments with isotonic 
solutions of stiboplex III in different concentrations in 
saline against adult S. mansoni showed that the drug 
killed the parasite within 5 minutes in concentrations of 
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and above 0-:0109%. A course of intramuscular injec- 
tions, each of 3 mg. in a 1% watery solution, given to 
3 infected guinea-pigs for 3 days showed disintegration 
of the parasites at post-mortem examination on the fourth 
day. Photomicrographs illustrate this. The authors do 
not consider that they can dogmatize about treatment 
from their brief experience, but advise 12 injections at 
intervals of 1 to 3 days with increasing doses, starting 
with 3 ml. and with a maximum of 7 to 8 ml. for adults. 
All cases had other helminth infections as well, but these 
are not discussed. J.J. Keevil 


1097. Schistosomiasis Japonica. A Report of its 
Discovery in Apparently Healthy Individuals 

S. S. Leavitt and O. H. Beck. American Journal of 
Tropical Medicine [Amer. J. trop. Med.| 27, 347-356, 
May, 1947. 6 refs. 


The entire hospital personnel of a unit stationed on 
Mindoro were surveyed for Schistosoma japonicum infec- 
tion by stool and proctoscopic examination. The unit 
had previously been stationed on Leyte, a known endemic 
area. Of the 177 individuals examined, 34 proved to 
have schistosomiasis. In each case diagnosis was made 
by the demonstration of ova in the stool or in the scrapings 
from ulcers found during proctoscopic examination. Ail 
34 patients remained on duty and no disabling symptoms 
were manifested. 

. The patients were given a course of 45 ml. of ** fouadin ” 
(stibophen) administered over 17 days, and 32 patients 
responded well to treatment. Ova disappeared from the 
stool, and in 19 of these cases the vague symptoms 
manifested had disappeared or general improvement 
was admitted. In 4 cases no improvement was admitted. 
The other 11 men left the unit before any further study 
could be made. The 2 uncured cases were lost track of. 
It is considered that the successful use of stibophen was 
due to the mildness of the infection. 

The authors believe that there probably exists a large 
group of individuals with unsuspected schistosomiasis. 
It is suggested that, if further surveys were carried out 
in organizations known to have been in endemic areas, 
they would result in the demonstration of many un- 
suspected infections. The need for early diagnosis and 
intensive treatment is’ very strongly emphasized if 
irreversible liver damage is to be avoided. 

O. D. Standen 


See also Section Pharmacology, Abstracts 780 and 
810. 


1098. A Modification of the Zinc Sulphate Centrifugal 
Flotation Technique for the Concentration of Helminth Ova 
and Protozoan Cysts in Faeces 
J. M. Watson. Annals of Tropical Medicine and Para- 
sitology [Ann. trop. Med. Parasit.] 41, 43-45, May, 1947. 
7 refs. 


The author describes two modifications of the valuable 
zinc sulphate centrifugal flotation technique introduced 
by Faust et al. [Amer. J. trop. Med., 1938, 18, 169). 
(1) The preliminary screening or sieving of the faeces 
to remove coarse particles is omitted, because tests have 
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shown that the advantage gained by this process js 
negligible in comparison with the time and labour 
involved; straining the faeces may remove as many as 
60% of hookworm eggs, so that screening may be actually 
unfavourable to detection of light infections. (2) Eggs 
or cysts are collected from the centrifuge tube by means 
of a chemically clean coverslip smeared lightly with 
Mayer’s glycerin and egg albumin (white of egg 50 ml., 
glycerin 50 ml., salicylate of soda 1 g., shaken well 
together and filtered). This coverslip should be slightly 
greater in diameter than the centrifuge tube, and the top 
of the latter-should be ground flat. The centrifuge tube 
is filled with the mixed faecal emulsion and zinc sulphate 
solution until the rim of the meniscus of this mixture 
is level with the top of the centrifuge tube. The albumin- 
ized coverslip is then pressed, albuminized surface 
downwards, on to the top of the centrifuge tube. The 
albumin film and the centrifugal force hold the cover- 
slip in place. Care must be taken that the coverslip is 
centrally placed on the centrifuge tube. Other advan- 
tages are that the albumin on the coverslip is an effective 
seal and the eggs or cysts tend to adhere to the albumin- 
ized coverslip, so that they are less readily detached 
when the coverslip is removed for examination [an 
advantage also, of the use of saturated sugar solution 
when this is available]. 

The preparation is centrifuged for 3 minutes at 1,500 
r.p.m., and, when the centrifuge has stopped, the cover- 
slip is rapidly lifted from the tube and placed, albuminized 
side downwards, on a drop of Weigert’s iodine on a slide 
and examined. G. Lapage 


RHEUMATIC FEVER 


1099. ‘“* Albumin - Bacterioplasma Conjugates ’’ with 
Special Reference to the Etiology of Rheumatic Fever. A 
Preliminary Report 

M. P. ScuuLtz and E. J. Rose. Public Health Reports 
[Publ. Hlth Rep., Wash.) 62, 1009-1022, July 11, 1947. 
19 refs. 


Observations are recorded on the properties of toxic 
combinations between tissue fluids or blood serum and 
components of living haemolytic streptococci—called 
albumin-bacterioplasma conjugates, which suggest that 
such substances may be concerned in the pathogenesis of 
rheumatic fever. 

Various tissue fluids were investigated; all were 
ineffective except saline extracts of embryonal con- 
nective tissue from fresh human umbilical cords. 
Haemolytic streptococci isolated from rheumatic fever 
patients were suspended in this fluid; a bacteriologically 
sterile filtrate of this suspension caused the death of mice 
when given intravenously in relatively small volumes. 
The effectiveness of the fluid in this respect was enhanced 
by previous irradiation with ultraviolet light. Since 
available quantities of this fluid were limited, further 
investigations of blood serum were undertaken. The 
toxic extracts of haemolytic streptococci with serum 
previously reported were toxic largely owing to the 
presence of haemolysins. The conjugates studied by 
the authors have a very weak haemolytic action. 
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By a series of tests of the several serum components it 
js shown that the albumin of human serum is chiefly 
responsible for the formation of toxic conjugates. Human 
plasma fractions prepared by precipitation with alcohol 
in the cold were dissolved in normal saline. Each fluid 
was treated with a suspension of haemolytic streptococci 
from a rheumatic fever patient, at 30° C. for 50 minutes 
at pH 7:5. Filtrates were prepared by centrifugation at 
1° to 2°C., and Berkefeld filtration. The filtrate was 
frozen and stored at —50°C. Only filtrates from fluids 
containing albumin proved toxic when injected intra- 
yenously into white mice. 

Several observations suggest that these conjugates may 
be concerned in the aetiology of rheumatic fever. Thus, 
47 strains of Group A Streptococcus pyogenes from 
yarious sources were used to prepare conjugates: 23 
yielded lethal extracts, and of these 15 were from rheu- 
matic fever patients; of the other 24 only 5 were of this 
origin. Again, a degree of protection against the lethal 
action of the conjugates in mice was obtained when the 
conjugate was previously treated with serum from 
rheumatic fever convalescents; this property was found 
in 9 of 16 such sera. In several species of laboratory 
animals parenteral administration of conjugates prepared 
by using homologous serum or albumin fractions resulted 
in the development of cardiac lesions closely resembling 
those of rheumatic fever. Further, rheumatic fever 
patients and convalescents are hypersensitive to exceed- 
ingly small doses of these conjugates, reacting by slight 
fever, leucocytosis, and increased erythrocyte sedimenta- 
tion rate, and, in 1 case, by the apparent activation of 
the arthritic and carditic rheumatic process. 

Kenneth Stone 


1100. Studies in the Pathogenesis of Rheumatic Fever. 
The Antistreptolysin Titre in Acute Tonsillitis and Rheu- 
matic Fever. [In English] 

S. WinsLaD, H. MALMRos, and O. WILANDER. Acta 
Medica Scandinavica {Acta med. scand.] Suppl. 196, 
533-545, 1947. 1 fig., 14 refs. 


The antistreptolysin titre was investigated in 71 cases 
of acute sore throat, estimations being made in the acute 
stage and also serially during convalescence. The 
subjects were 67 student nurses or female hospital 
employees between the ages of 15 and 35, and 4 males. 
The antistreptolysin titres were estimated by Ipsen’s 
(Acta path. microbiol. scand., 1944, 21, 203) modification 
of Kalbak’s method, readings being made during the 
acute stage and once a week in convalescence. Cultures 
were also made from the throat during the acute stage. 
A reading of 200 units or higher was considered to indi- 
cate an elevated antistreptolysin titre, and 52 cases showed 
such elevation at some time during the period of observa- 
tion. The titre in 15 of the remaining 19 cases showed 
slight depression, or no alteration at all, during serial 
observations. In the remaining 4 cases there was a low 
initial titre—under 50 units—but this rose to 170 to 
180 units during the course of observation. Cases with 
high initial titres tended to develop the highest maximum 
titres. 
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Rheumatic complications were observed in 14 cases, 
in 7 of which the diagnosis was based on the occurrence 
of transitory pains in one or more joints, while in the 
other 7 cases there were “‘ more pronounced joint pains 
and rheumatic changes in the joints, as well as other 
symptoms which justify the diagnosis of rheumatic 
fever”. In 12 of the cases there was an initial anti- 
streptolysin titre of 140 units, and in 9 cases a titre of 
200 units or more. This was considered to be probably 
due to previous infections with haemolytic streptococci, 
and it is suggested that such patients are particularly 
liable to develop rheumatic complications. The total 
number of cases in which there was an initial titre of 
140 units or higher was 35. Septic complications, such 
as tonsillar abscess, otitis, sinusitis, or lymphadenitis, 
occurred in 3 of the 15 cases which showed no elevation 
of the antistreptolysin titre, and in 20 of: the cases in 
which the titre did rise. When the complications 
occurred there was often, but not always, an increase in 
the titre. Estimations of the erythrocyte sedimentation 
rate were also carried out; nothing of unusual interest 
emerged from the results. R. B. Lucas 


1101. The Prevention of Rheumatic Fever in Children by 
the Use of Sulfonamides 

R. A. Lyon, L. W. RAvH, and R. E. WoLr. Ohio State 
Medical Journal [Ohio St. med. J.] 43, 394-397, April, 
1947. 14 refs. 


In a previous paper (J. Pediat., 1945, 27, 516) the 
authors reported their experience of the use of sulphon- 
amides in the prevention of recurrences of rheumatic 
fever. None of the original group of 70 children observed 
for 81 patient-seasons had a recurrence. In the present 
paper they report the results of the continued treatment 
of the same 70 children together with 50 new patients. 
In all, 120 children were treated for a total of 177 patient- 
seasons. There was no control series. Patients were 
treated either at a convalescent home, at a school for 
crippled children, or at special out-patient clinics. In 
the last group treatment was sometimes irregular. The 
daily dose was 0:5 g. of sulphathiazole (101 cases) or 
sulphadiazine (92 cases). Treatment was stopped when 
toxic reactions developed; this occurred in 37 out of 
193 patient-seasons. Albuminuria was the most com- 
mon complication and occurred in 23 instances. In a 
certain proportion of the cases during the 4 summer 
months treatment was withheld. There were 12 recur- 
rences, 8 after therapy had ended (after an average time 
of 44 months since treatment was stopped). Two 
patients had not been receiving treatment regularly: 
2 had had regular treatment for 3 weeks and 1 month 
respectively. 

The authors do not doubt the efficacy of the sulphon- 
amides as prophylactic agents. They make a suggestion 
that children with permanent valvular damage should be 
maintained on prophylactic doses for 3 to 4 years, and 
that children over 15 with little or no cardiac damage 
should have this treatment for 2 years. H. A. Burt 


See also Section Respiratory Disorders, Abstract 
955. 
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History of Medicine 


1102. Obstetrical Training in Vienna One Hundred 
Years Ago. In Commemoration of the Hundredth Anni- 
versary of Semmelweis’ Concept of the Principle of Asepsis 
F.P. MurpeHy. Bulletin of the History of Medicine [Bull. 
Hist. Med.) 21, 335-351, May-June, 1947. 17 refs. 


Although most workers know something of the life of 
the tragic Semmelweis and of his campaign for the 
control of puerperal sepsis, the conditions under which 
he worked are less familiar. The maternity division of 
Vienna General Hospital was a project long cherished by 
the Empress Maria Theresa (1718-1780), which was 
carried to completion, a few years after her death, by her 
son Josef Il. The idea was to provide a secure and 
secret refuge for “* the many seduced females ”’ of that 
time—a time when almost half the births in Vienna were 
illegitimate. No questions were asked. If the patient 
was of means and position she might bring her own 
servants. The well-to-do mother could stay as long as 
she pleased and might leave her baby for adoption or 
take it with her, just as she wished. In the free division, 
Gratisabteilung, as opposed to the pay division, or Zahlab- 
teilung, the patients were more strictly supervised, and 
served as material for the instruction of students and 
midwives. Before the day of Semmelweis there were 
large numbers of motherless infants owing to the high 
mortality from puerperal fever. This, however, was 
cancelled out by the enormous death rate among the 
infants in the Foundling Hospital. The wards of the 
maternity division were grossly overcrowded, and the 
windows did not extend below a level of six feet from the 
floor. The lavatories, exuding a bad odour, were held 
to be responsible for the sepsis, but nothing was done to 
mitigate the evil. Iron gratings were fixed over them to 
prevent infanticide. Patients unable to leave bed used 
wooden bed pans, in a condition which may be easily 
imagined. Nevertheless the wards were kept clean, and 
that there was some control of sepsis is shown by the fact 
that each morning the pupil midwives were lined up to 
have their finger-nails inspected by the professor. Opera- 
tive obstetrics was taught with a female cadaver, while the 
Foundling Hospital was a never-failing source of supply 
of infant cadavers. 

[The author of this paper has not summarized his 
description, nor has he referred to the change wrought by 
Semmelweis. A bibliography of 17 references will guide 
any reader who desires more detailed information.] 

Douglas Guthrie 


1103. Discovery of the Cause and Prophylaxis of Puer- 
peral Fever, (Die Entdeckung der Verursachung und 
Verhiitbarkeit des Kindbettfiebers durch I. Ph. Semmel- 
weis) 

E. F. Popacu. Arztliche Wochenschrift [Arztl. Wschr.] 
1 2, 872-876, Aug. 30, 1947. 


1104. Passages where Andrea Cesalpino of Arezzo 
(Cesalpinus) Describes and Demonstrates the Blood 
Circulation 


J. P. Arcteri. Alcmeone [Alcmeone, N.Y.) 9, 3-5, 


1947. 


1105. Galen’s Views on Fevers. (Opiniones de Galeno 
sobre el tratamiento de las enfermedades febriles) 

M. BANUELOS. Gaceta Médica Espanola [Gac. méd. 
21, 435-437, Nov., 1947. 


1106. History of Russian Surgical Literature. (Ouepxu 
HCTOPHH PyCCKOH 
A.M. ZABLUDOVSKY. Xupyprus [Khirurgiva] No. 10, 
3-11, 1947. 


1107. The Fiftieth Aniversary of Cystoscopic Catheteriza- 
tion of the Ureters with Albarran’s Deflector (1897-1947) 
A. PuiGvert. Urologic and Cutaneous Review [Urol. 
cutan. Rev.) 51, 513-515, Sept., 1947. 


1108. The Old-time Doctor in Canada (1534-1847). 
(Le médecin autrefois, au Canada (1534—1847)) 

S. LeBLonp. Laval Médical [Laval méd.] 12, 695-709, 
Sept., 1947. 10 refs. 


MEDICAL BIOGRAPHY 


1109. Benjamin Alcock, Anatomist 
R. O’Ranitty. Irish Journal of Medical Science [Irish 
J. Med. Sci.| 622-632, Oct., 1947. 1 fig., 25 refs. 


1110. Commemoration of the Centenary of the Birth of 
Carlo Forlanini. (In commemorazione dell’anniversario 
della nascita di Carlo Forlanini) 


G. Arcteri. Alcmeone [Alcmeone, N.Y.) 9, No. 3, 
6-18, 1947. 12 figs., 26 refs. 
1111. John Hunter as a Psychologist 


A. KeitH. Annals of the Royal College of Surgeons of 
England [Ann. R. Coll. Surg. Eng.] 1, 265-272, Nov., 
1947. 


1112. New Facts about the Life and Personality of 
Theophrastus Paracelsus. (Neues zur Lebensgeschichte 
und Persénlichkeit des Theophrastus Paracelsus) 

B. Mitt. Gesnerus [Gesnerus, Ziirich] 4, 116-120, 
1947. 2 refs. 


1113. The Archibald Watson Memorial Lecture 
H.S. NEWLAND. Medical Journal of Australia (Med. J. 
Aust.] 2, 381-387, Sept. 27, 1947. 7 figs., 11 refs. 
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